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1065. Occupied Holland. I. The Public Health 
C. BANNING. British Medical Journal (Brit. med. J.) 1, 
539-540, April 19, 1947. 


Immediately after the liberation of Holland the death 
rate of babies, which had been steadily rising during the 
war, reached a very high level. Many babies died within 
a few days of birth and necropsy revealed no cause. 
During the war years there was a rise in the incidence of 
diphtheria, typhoid, and scarlet fever. The death rate 
from tuberculosis increased by over 100%, and recent 
investigation showed that there were 50,000 known cases 
of tuberculosis in the country. Sanatorium and hospital 
facilities are being increased by providing wooden 
barracks. Malnutrition and starvation appeared only 
in the so-called B2 area or western district (the provinces 
of Utrecht, North Holland, and South Holland). At the 
end of October, 1944, the number of calories per person 
officially available was 1,300 a day; by February, 1945, 
this had been reduced to 340 a day, and finally in April 
the food supply came to an end. Altogether at least 
15,000 people died of hunger, while there were 80,000 
cases of hunger oedema. The total death rate in 1945 
was nearly treble that for 1939. On May 3, 1945, the 
Advisory Committee for the special feeding teams 
started work; as a result, by May 15 there was a con- 
siderable decrease in the number of deaths from malnutri- 
tion—a decrease which continued until the beginning of 
August, when no further deaths from this cause occurred. 

Geoffrey McComas 


1066. Sanitary Problems arising from Flying. (Pro- 
blemas sanitarios que plantea la aeronavegacién) 

E. P. KRAUEL, F. MESTRE PEON, and A. Socfas AMorés. 
Revista de Sanidad y Higiene Publica [Rev. Sanid. Hig. 
publ., Madrid] 21, 332-360, April, 1947 


The authors point out that during 1945 no fewer 
than 9,703 aeroplanes landed or took off from Spanish 
airfields, carrying 112,517 persons. From 1730 to 1830 
cases of yellow fever occurred in all the larger Spanish 
ports, including Cadiz, Malaga, Cartagena, and Bar- 
celona, as well as in Madrid, Seville, and the Balearic 
Islands, some 80,000 persons dying from the disease. 
In addition to Aédes aegypti other possible vectors are 
found in Spain, notably A. vittatus. Possibly A. geni- 
culatus, A. echinus, and A. eatoni may also act as vectors. 
In the Canary Islands the position is especially bad as 


regards A. aegypti. In Spanish Guinea, of 99 sera 
examined for immune bodies to yellow fever, 10 were 
positive, the age of the youngest positive donor being 
13 years. As Spain is in close relationship to the endemic 
yellow-fever zones and conditions are suitable for its 
spread in the Iberian Peninsula it is concluded that the 
Director-General of Public Health should be in control 
of the public health services not only in Spain but in 
Spanish Morocco and the Spanish dependencies in 
Africa. G. M. Findlay 


1067. Administrative Problems of Mass Radiography 
M. C. BrouGH. Medical Officer [Med. Offr] 76, 239- 
240, Nov. 30, 1946. 


The author reviews the experience gained in a mass 
radiography survey in which, in a period of 15 months, 
40,000 people employed in the boot and shoe industry 
in four centres and at an iron and steel works were 
examined. Footwear factories seldom employ more 
than a few hundred workers, and it was impracticable 
to set up the mass radiography unit at individual 
works. Instead, workers were brought to a suitable 
centre by a special bus service. Good preliminary 
propaganda secured a satisfactory response from 
workers and at the same time gave the advance data 
necessary for organizing the survey at each centre. 
Experience showed the desirability of having in the team 
a statistical clerk, in order that reliable reports of findings 
in specific industries could be prepared. It is suggested 
that a uniform system of reporting might with advantage 
be used throughout the whole country, so that comparable 
data could be obtained. 

Medically, two problems were encountered. The 
first was the disposal of patients with non-tuberculous 
pulmonary conditions. These were referred to the 
general practitioner, but it was well known that time was 
often lost before the patient arrived at a suitable 
treatment centre. Regional diagnostic and treatment 
centres for this type of case are necessary if the best use 
is to be made of mass radiography. The second problem 


was the classification of symptomless cases. These 


were dealt with by the appropriate tuberculosis officer, 
and had to be fitted into the Ministry of Health code. 
It was felt that there could usefully be an additional form 
of notification, whereby the case could be kept under 
observation pending accurate classification. The 
symptomless case also presented a psychological problem 
new to doctors, who had previously dealt only with 
suspected cases referred to clinics for diagnosis. The 
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author is of the opinion that a successful mass radio- 
graphy survey in the factories is likely to lead to a demand 
for similar facilities for the general public, provided that 
persons who are found to require treatment can obtain it 
without undue delay. J. L. Dunlop 


1068. Occurrence of Tuberculosis in B.C.G.-vaccinated 
Recruits. (Om férekomsten av tuberkulésa sjukdomar 
bland calmettevaccinerade varnpliktiga) 

M. SAviLAnti. Nordisk Medicin [Nord. Med.] 33, 72-74, 
Jan. 10, 1947. 3 figs. 


Vaccination with B.C.G. on a large scale was first 
carried out in Finland during the war, when recruits were 
skin-tested and 13,400 negative reactors were vaccinated. 
The incidence of all forms of tuberculous disease was 
observed over a period of 6 months to 2 years, and 
compared with that in a control series of unvaccinated 
subjects observed in 1933 [the validity of this comparison 
is, of course, questionable], while a more rigid control 
was obtained by a comparison of the incidence among 
subjects in the same call-up class who had given a positive 
reaction and hence were unvaccinated. Of the vac- 
cinated subjects 3°, contracted tuberculosis within the 
2-year period, one-half within the first 6 months, com- 
pared with 4% of the tuberculin-positive and 5-7% of 
the control group. The frequency of the various con- 
ditions is shown in the following table, the a repre- 
senting percentage incidence: 


Vaccinated; Positive | Controls 
subjects | reactors © 
Pleural effusion - 1-82 1-64 | 2:31 
T.B. lymphadenitis .. 0-41 0-67 0-76 
Erythema nodosum .. 0-09 0-06 | 0-07 
Pulmonary me 0-48 1-41 1-98 
Other forms .. 014 | 006 | 0-20 
| 


Tuberculosis in vaccinated subjects was for the most 
part benign in character. The mortality figures per 
10,000 were as follows: 


| First Second | Third 

| year year | year 

Vaccinated 7:3 | 0 3-7 
Positive reactors 46 8-5 6°5 
Contro: 12-2 19-2 | 15-7 
D. J. Bauer 


1069. A Follow-up of B.C.G. Material. (Efterunder- 
sdkning av B.C.G.-material) 

E. TorNeELt. Nordisk Medicin med.] 33, 74-80, 
Jan. 10, 1947. 1 fig. 


During the years 1935 to 1945, 10,963 B.C.G. vaccina- 
tions were carried out at the tuberculosis dispensary in 
the town of Boras, Sweden. There were 15 cases of 
tuberculosis in these subjects. All had been exposed to 
infection before vaccination had been completed and 


contracted the disease within three years after vaccina- 
tion. A detailed follow-up was carried out on 707 
persons vaccinated between 1935 and 1940. Of these, 
12 had been exposed to infection before the completion 
of vaccination, and 6 developed tuberculosis; 102 were 
exposed after vaccination and 2 developed the disease; 
while among 593 persons who had had no known 
exposure there were no cases of tuberculosis. Of 1,462 
tuberculin-tested schoolchildren investigated in the years 
1936 to 1939, 1,062 were tuberculin-negative. In the 
subsequent examination of dispensary records of tuber- 
culosis cases 51 of these negative reactors were en- 
countered, an incidence of 4-8%. B.C.G. vaccination 
was introduced in schools in 1940, and by 1943, 1,323 
schoolchildren had been vaccinated; only 2 cases 
occurred among them (0-15°%). D. J. Bauer 


1070. B.C.G. Vaccination in Denmark in Recent Years. 
(B.C.G-vaccinationen i Danmark i de senere Aar) ; 
A. Siotrrvep. Nordisk Medicin (Nord. Med.] 33, 
68-70, Jan. 10, 1947. 3 figs. 


B.C.G. vaccination has been carried out increasingly 
in Denmark in the last few years. Whereas 24 vaccina- 
tions were carried out in Copenhagen in 1936, the figure 


had risen to 8,770 in 1945. Vaccination was at first> 


limited to children from tuberculous surroundings; 
later it was extended to students and nurses. The total 
figures for the whole of Denmark were 133 in 1936, 
rising to 30,311 in 1945; 93,139 vaccinations have been 
carried out in all since the service started. The per- 
centage of the population vaccinated is greatest in Born- 
holm (23-3% by 1945); in other places it does not yet 
exceed 5%. 

The incidence of bovine tuberculosis has been much 
reduced in Denmark in recent years. In 1937 50% of 
the population was free from tuberculosis; in 1946, 
95 to 100%. As a consequence, an increase in the 
incidence of human tuberculosis is expected as the 
incidence of the bovine type declines. There is already 
an indication of this, since in one district studied the 
percentage of positive tuberculin reactors was low in the 
age groups below 15 to 20 years, suggesting reduced 
exposure during the last few years. D. J. Bauer 


1071. Inactivation of the Virus of Infectious Hepatitis in 
Drinking Water 

J. R. Neere, J. B. Baty, J. G. REINHOLD, and J. STOKES. 
American Journal of Public Health and the Nation’s Health 
[Amer. J. publ. Hith| 37, 365-372, April, 1947. 10 refs. 


This article is a continuation of previous reports 
(J. Amer. med. Ass., 1945, 128, 1063 and 1076) of investi- 
gations made after an outbreak of hepatitis caused by 
the consumption of polluted water in a summer camp for 
boys and girls. The “ hepatitis viruses” are resistant 
to heating to 56° C. for half an hour, to desiccation and 
storage at room temperature for one year, to freezing for 
long periods, and to several powerful antiseptics. 

The present investigation was carried out with water 
contaminated by faeces known to contain hepatitis virus. 


Control untreated samples, and samples which had been | 
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treated in an endeavour to eliminate or inactivate the 
virus, were given to human volunteers. After coagula- 
tion, settling, and filtration of the water through diato- 
mite filters, 40% of those persons ingesting 2-75 litres of 
the water developed hepatitis, although the incubation 
period was prolonged and the incidence was diminished 
by 40% compared with the controls. Evidently the virus 
mainly escapes precipitation by the method used. Water 
previously coagulated, settled, and filtered was treated 
with sufficient chlorine to leave, after 30 minutes contact, 
1-1 and 0-4 parts per million of free chlorine respectively ; 
this was adequate to inactivate the virus. Similar 
chlorine treatment without previous coagulation and 
filtration did not inactivate the virus. The minimal 
effective dose of chlorine sufficient to inactivate the virus 
in pre-treated water has not yet been determined. 
C. O. Stallybrass 


1072. Investigations of the Swab Rinse Technic for 
Examining Eating and Drinking Utensils 

L. BUCHBINDER, T. C. Buck, P. M. PHeLps, R. V. STONE, 
and W. D. TirepEMAN. American Journal of Public 
Health and the Nation’s Health [|Amer. J. publ. Hith\ 37, 
373-378, April, 1947. 1 fig., 2 refs. 


1073. Dishwashing Practice and Effectiveness (Swab- 
rinse Test) in a Large City as Revealed by a Survey of 
1,000 Restaurants 

H. J. KLeINFELD and L. BUCHBINDER. American 
Journal of Public Health and the Nation’s Health [Amer. 
J. publ. Hith] 37, 379-389, April, 1947. 6 refs. 


The first of these investigations related to the technique 
of “‘ swab-rinse ”’ tests of utensils in restaurants, and is of 
interest to those using such a method of test. 

The second gives the results of a survey of 1,005 
restaurants in New York City. Hand washing of uten- 
sils was practised, wholly or partly, in 88% of these, 
and machines were used in 17-:5%. In the establishments 
where utensils were washed by hand only 10-5% of glasses 
and cups reached a satisfactory standard of cleanliness; 
even in the small number of restaurants where mechanical 
methods were used only 35-8% reached the standard. 
Somewhat better figures were obtained with spoons and 
forks, and there was little difference between those washed 
by hand and those washed by machine. In cafeterias 
the standard of washing, whether by hand or by machine, 
was inferior to that in “ waiter service restaurants ”’. 

C. O. Stallybrass 


1074. Hypochlorite Sterilization of Metal Surfaces 
Infected with Bacteria Suspended in Milk 

J. and C. M. Cousins. Nature [Nature, Lond.] 
158, 755, Nov. 23, 1946. 1 fig., 5 refs. 


The authors draw attention to the different reactions 
of vegetative bacteria and of spores in relation to the 
PH of the fluids, the action on vegetative organisms being 
Seriously affected by alkalis. They suggest that the 
hypochlorite reacts with proteins absorbed on the 
reactive vegetative forms to make chloramines. Metcalf 
(J. chem. Soc., 1942, p. 148) observed that at pH 14-0 


monochloramine is completely hydrolysed. The in- 
creased survivals shown with increased alkalinity are 
thus explained, and the authors regard the sterilizing 
effects of hypochlorites in the presence of protein as due 
to formation of chloramines. The importance of employ- 
ing a not too alkaline detergent in hypochlorite treatment 
of dairy utensils is obvious, and a limit of pH 10-11 is 
suggested. C. O. Stallybrass 


1075. Poliomyelitis Virus in Urban Sewage in Epidemic 
and in Non-epidemic Times 

J. L. MELNICK. American Journal of Hygiene [Amer. 
J. Hyg.) 45, 240-253, March, 1947. 2 figs., 12 refs. 


From the School of Medicine, Yale University, the 
author reports the results of tests for poliomyelitis virus 
carried out on samples of sewage from the great Chicago 
disposal plant at the peak of the epidemic of 1943. 
Various techniques are described in detail, of which the 
most sensitive was found to be a combination of am- 
monium sulphate precipitation and subsequent concentra- 
tion by the ultra-centrifuge (50,000 revolutions per minute 
for 2 hours). On two occasions virus was detected in 
the Imhoff settling tanks of the West Side Works, which 
have an average flow of 400 million gallons daily; from 
the North Side with a flow of 200 million gallons, it was 
recovered once. Virus was also isolated from the sewage 
from a hospital in which patients were under treatment 
for the disease, and once from a residential area where 
at the time there was no manifest disease. After the 
epidemic had subsided all sewage tests became negative. 
In New York tests were made on raw sewage between 
1940 and 1945; virus was detected in 4 of these years, 
always in late summer or autumn, the longest period in 
which positive results were obtained being 4 months 
in 1944, when poliomyelitis was mildly epidemic in New 
York. 

The author calculates that at the time of his investiga- 
tions 6,000,000 monkey-infective doses of virus were 
being discharged in sewage effluent from the New York 
plant every minute, and deduces, from the fact that a 
100-g. stool may contain 10,000 monkey doses, that 
approximately 6°% of the population of Manhattan may 
have been carriers of the virus in the autumns of 1940 
to 1945., However, he does not consider that sewage 
plays any part in the transmission of the disease.’ 

[The calculations seem somewhat doubtful. There is 
no evidence that virus can proliferate in sewage; neither 
is there any to the contrary.] Jos. B. Ellison 


1076. Bacterial Warfare. A Critical Analysis of the 
Available Agents, Their Possible Military Applications, 
and the Means for Protection against Them 

T. Rosepury, E. A. Kapat and M. H, BOoLpt. 
Journal of Immunology [J. Immunol.] 56, 7-96, May, 
1947. Full Bibliography. 


This review, which deals with the question only up to 
1942, must be read in its entirety by those actually 
working on bacterial warfare; it provides an extensive 
bibliography. Bacterial warfare, including in the term 
bacterial both protozoa and viruses, may be directed 
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against man, domestic animals, or cultivated plants. 
The suitability of potential infective agents is estimated 
by predetermined criteria—such as infectivity, casualty 
effectiveness, availability, and resistance of the causal 
agent, means of transmission, epidemicity, availability 
of methods of immunization and therapy, ease of detec- 
tion, and possible retroactivity or virulence for the 
attacking forces. In addition to several plant diseases, 
33 disease agents pathogenic for man and domestic 
animals are considered, belonging to the groups trans- 
mitted by the water-borne, air-borne, and vector-borne 
routes. Viruses are especially effective because of the 
absence of chemotherapeutic means of control; strains 
of bacteria rendered drug fast are also considered to be 
of value. The disease selected for use against an enemy 
should be one to which the population is entirely non- 
immune. Special attention is directed to those organisms 
which have given rise to numerous laboratory infections, 
particularly psittacosis, yellow fever, Rift Valley fever, 
and louping-ill among the virus infections, and glanders, 
undulant fever, melioidosis, and tularaemia among the 
bacterial infections. The authors point out that there 
is here a wide field for research. Investigation is required, 
for instance, of the survival time of infective agents after 
dissemination from aircraft with or without smokes, the 
capacity of spore-forming bacteria to withstand dis- 
semination in explosive projectiles, and the survival of 
infective agents when mixed with poison gas. In addi- 
tion new direct tests are required to indicate the pollution 
of water with infective agents and the effectiveness of 
raw cotton and other materials as filter pads in bacteria- 
and virus-proof masks. [If bacterial warfare is regarded 
as feasible establishments for the large-scale production 
of bacterial and virus vaccines must obviously be situated 
in remote places and not, as at present, in the most 
vulnerable areas.] G. M. Findlay 


INDUSTRIAL MEDICINE 


1077. Architectural Characteristics of Various Types of 
Pneumoconiosis Studied by Means of Plastic Models. 
(Caractéristiques architecturales de différents types de 
pneumoconiose étudiées par la méthode de la recon- 
struction plastique) 

G. Mortrtura and R. DuLsecco. Bulletin d’Histologie 
Appliquée et de Technique Microscopique [Bull. Histol. 
Tech. micr.] 24, 11-14, Jan., 1947. 4 figs. 


Models were constructed from sections of normal 
lungs containing the usual quantities of carbon, from 
the lungs of an ironstone miner, and from the lungs of 
foundry sandworkers. Inert dusts, carbon, and iron 
were found in greatest amount around respiratory 
bronchioles, especially at their first point of division. 
Around infundibula dust was found only at the points 
of contact with arterial branches. No deformation of 
the broncho-alveolar structure was found resulting from 
anthracosis or siderosis. 

{Emphysema is nowhere mentioned in the paper.] 

In silicosis the dust is found around respiratory 
bronchioles, around the arterial branches that accompany 
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the bronchial divisions, and in the interlobular septa, 
The distribution around respiratory bronchioles is similar 
to that of inert dusts, but is accompanied by marked 
proliferation of the connective tissue. There is a 
constant mantle of hyperplastic connective tissue around 
the arterial branches; characteristic hyaline silicotic 
nodules are formed almost exclusively in the adventitia 
of the very small arteries close to branches of the respira- 
tory bronchioles. The very small arteries run through 
these nodules. In some cases, especially in the sub- 
pleural zones, there is a considerable proliferation of 
dense connective tissue in the interlobular septa. This is 
laminated and not nodular, and it encircles branches of 
the pulmonary vein and sends small prolongations 
between the adjacent infundibula. The fibrosis resulting 
from silica often produces distortion with narrowing of 
the bronchioles. 

The authors conclude that silicosis differs from 
anthracosis and siderosis not only in the marked con- 
nective tissue proliferation at the usual sites of dust 
accumulation, but also in the presence of hyaline nodules 
against the arterioles and of a laminated perivenous 
fibrosis in the interlobular septa. They are of the 
opinion that the formation of typical silicotic nodules 
is evidence of a local tissue disposition in the arterial 
adventitia, and they explain the interlobular fibrosis as 
resulting from the strain placed upon the secondary 
lymphatic channels connecting the periarterial to the 
perivenous lymphatics when the main normal paths 
become blocked. This is especially evident in the sub- 
pleural layers, where these anastomoses may provide a 
collateral lymph circulation because of their connexion 
with the pleural lymphatic network. H. E. Harding 


1078. Asbestosis. (Etude de l’asbestose) 

P. Luton and J. CHaAmperx. Archives des Maladies 
Professionnelles, de Médecine du Travail et de Sécurité 
Sociale [Arch. Mal. prof.| 7, 365-378, 1946. 8 figs. 


Since 1943 the authors have studied the conditions 
at a factory for manufacturing asbestos material, where 
200 workers are employed, of whom 120 are exposed to 
asbestos dust. The raw material is usually imported 
from Canada, but for a period early in 1945 waste asbestos 
was used. Analyses of the air in the various depart- 
ments when waste was used as the raw material showed 
free silica varying from 2 to 14-6% of the atmospheric 
dust; the weight of this dust varied in different sites 
from 74 to 6 mg. per cubic metre, and most of the particles 
were large. Later, when imported mineral was available, 
the total weight of dust fell considerably (11 to 6 mg. per 
cubic metre) and there was no free silica; the number of 
particles was now approximately 5 million per litre of 
air, and 90% of these particles were not larger than Ip. 

The workers frequently complained of marked symp- 
toms long before the appearance of physical signs in the 
chest or radiological evidence of disease. The com- 
monest symptom was cough. There was a dry cough 
during working hours early in employment, but this 
tended to disappear after a few months; later a persistent 
cough developed at night and in the early morning with 
slowly increasing production of sputum, which at first 
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was clear but later became white and resembled semolina. 
Dyspnoea on effort was at first slight but became in- 
creasingly severe and was eventually accompanied by 
thoracic pain. Asbestosis bodies appeared in the sputum 
very soon after exposure (within 3 months)-and persisted 
for a long time after exposure had ceased (15 years in 
one case). They were found in all those exposed to 
dust; in those who had actual pulmonary asbestosis the 
bodies were very numerous and were arranged more or 
less radially in clumps. Cases with complications seen 
in 4 years were 1 possible case of carcinoma of the 
bronchus and 3 cases of rapidly developing pulmonary 
tuberculosis. Acute bronchitis was common. The 
authors also state that rheumatoid arthritis occurred 
frequently; they appear to believe that it was in some way 
causally related to asbestos dust. Brief accounts are 
given of six cases of certain or suspected asbestosis. 
Some of these patients were seen at intervals during 
3 years. 

The authors consider that a diagnosis of pulmonary 
asbestosis can be made on the symptoms and the presence 
of massed asbestosis bodies in the sputum even when the 
radiological signs are doubtful; the functional symptoms 
must, however, be real and verified by a certain number 
of tests. 
slowly it is usually difficult to decide when a change of 
employment is desirable. It is helpful if the respiratory 


functions are accurately recorded before the beginning 


of employment and at yearly intervals thereafter. 
H. E. Harding 


1079. Lung Changes Associated with the Manufacture of 
Alumina Abrasives 

C. G. SHAVER and A. R. Rippeti. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 29, 145-157, 
May, 1947, 9 figs., 5 refs. 


In 1942 and subsequent years a number of persons 
engaged in the manufacture of corundum were found 
to be suffering from lung disease presenting unusual 
features. Corundum is an aluminium oxide of great 
hardness widely used as an abrasive and is found in 
nature in several forms. In the manufacturing process, 
previously thought to be innocuous, bauxite is ground 
up and then mixed intimately with iron and coke. The 
mixture is shovelled into large metal pots arranged in 
a row along the furnace rooms. Large carbon electrodes 
are lowered to the surface of the mixture, and it is fused 
at a temperature of about 2,000° C. Dense white fumes, 
containing alumina and silica, are evolved, and consider- 
able quantities escape into the atmosphere surrounding 
the furnaces where the workers are stationed. Data 
were obtained for 344 men working at the furnaces 
in four plants; in 23 of these men radiographic changes 
were well established, while in 12 they were “ early” 
and in 13 “ doubtful ”. 

The symptoms observed corresponded more or less 
closely to the degree of lung involvement indicated by the 
tadiographs. The disease is essentially an interstitial 
lung fibrosis, non-nodular in type. Dyspnoea was the 
outstanding symptom, and sudden attacks of extreme 
breathlessness were often observed. Men with advanced 


Since symptoms and radiological signs develop. 
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disease complained of substernal discomfort and actual 
pain. Loss of appetite, weakness, fatigue, sleeplessness, 
and often marked cyanosis were associated with advancing 
dyspnoea, while chest expansion was limited. In well- 
established cases the radiographs generally showed a 
widening of the mediastinal shadow and irregularity of 
the diaphragm. The lung fields were lace-like or granular 
in appearance, but these features were lost in more 
advanced cases. Seven of the men died after 24 to 5 
years’ exposure, and material was obtained from 4 
necropsies. Microscopical examination of the lungs 
revealed profound emphysema accompanied by an 
overwhelming invading fibrosis. Emphysematous blebs 
and bullae occurred in the visceral pleura and were apt 
to rupture spontaneously, giving rise to pneumothoraces. 
The walls of the arteries, more particularly the inner 
coats, were thickened. The enlarged alveolar spaces 
were enclosed by septa lined by swo!len cuboidal cells, 
and fibrous tissue invaded many of the thickened septal 
walls. Much pigment was present, especially in heavily 
fibrosed areas. In no case was there any suggestion of 
tuberculous involvement. Three specimens of the lung 
were ashed, and the ash formed 5-9 to 9-7% of the dry 
weight of the lung. It contained 25 to 30% of silica and 
32 to 45% of alumina. Lung changes in some ways 
resembling those here described were observed by 
Goralewski in clinical and animal experimental studies on 
the effects of inhaling aluminium dust, but it is considered 
by the authors that the processes differed considerably 
from those recorded in this paper. H. M. Vernon 


1080. Experiences with Polarographic Methods in 
Controlling a Lead Hazard in Brass Foundries 

H. J. Weser. Journal of Industrial Hygiene and Toxi- 
cology |J. industr. Hyg.] 29, 158-167, May, 1947. 9 figs., 
4 refs. 


In four years 12,000 samples of urine and 100 of blood 
have been analysed for lead and 800 air samples for lead 
and zinc by means of the polarograph. The analyses 
were carried out at the American Brake Shoe Company, 
Chicago, in order to control the risk of lead poisoning 
encountered in brass foundry operations. The polaro- 
graph has a dropping mercury electrode, the surface of 
which is constantly renewed in order to measure the cur- 
rent voltage of a reducible solution. The voltage is 
increased at a constant rate, and the current passing: 
through the test solution is measured by a galvanometer 
whose action is recorded by a beam of light on photo- 
sensitive paper. When the reduction potential of a 
given ion is reached a greater current flows, in an amount 
proportional to the concentration of the ion, and from 
the “‘ step-up height ’’ of the recorded curve the concen- 
tration can be deduced. A calibration curve has been 
prepared by electrolysing eight solutions of known lead 
concentration, but many interfering factors have to be 
controlled—for example, all vibration of the galvano- 
meter must be avoided, the mercury used must be 
chemically pure, the pH of the test solution should be 
kept between 5 and 7, and dissolved oxygen must be 
removed from the solution by first bubbling hydrogen 
or nitrogen through it. Analyses of urine samples made 
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by the more accurate but more laborious dithizone 
method gave results of the same order of magnitude as 
those obtained by the polarograph method, but results 
obtained by the two methods with the same urine samples 
are not recorded. 

The author also describes his application of the polaro- 
graph method to the simultaneous analysis of the lead 
and zinc in the air collected in brass foundries. The 
sample collected is washed from the electrostatic preci- 
pitator tube with 5% nitric acid, and after further treat- 
ment of the dissolved sample polarograms are recorded 
at two voltages. They give different step-up waves 
for the lead and the zinc. Data are recorded showing the 
accuracy of the method for estimating lead, but none are 
given for the estimation of the zinc. H. M. Vernon 


1081. A Comparative Study of the Lead Content of 
Street Dirts in New York City in 1924 and 1934 

S. Kaye and P. Reznixorr. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 29, 178-179, 
May, 1947. 2 refs. 


Lead tetraethyl petrol was introduced in New York 
City in 1924, and, as the product was causing fatal effects 
in some of the men working with it, it was thought 
advisable to collect dirt from various streets as a basis 
for comparison before an appreciable amount of the 
petrol was in use. The dirt was collected from 6 locali- 
ties, and was again collected from 5 localities (4 of them 
the same as before) 10 years later, that is, at a time when 
the ethyl petrol was extensively used. Samples of the 
dirt weighing 5 g. were ashed in small silica dishes; 
the lead was extracted with a small volume of hot 
dilute nitric acid, and quantitatively determined by the 
standard dithizone procedure. Any bismuth that 
might be present was previously extracted with dithizone 
while the solution was still acid. The mean quantity of 
lead found in 1924 was 0-119 g. per 100 g. of dirt, and 
in 1934, 0-176 g., an increase of almost 50%. 

H. M. Vernon 


1082. The Simultaneous Determination of Lead and Zinc 
in Atmospheric Samples 

A. S. Lanpry. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 29, 168-174, May, 1947. 
4 figs., 10 refs. 


This paper describes what appears to be an accurate 
polarographic method for determining simultaneously 
the relatively small quantities of lead (3 yg. per ml.) 
in the presence of large amounts of zinc (300 zg. per ml.), 
such as occur.in foundry atmosphere. The author has 
adopted a “* double internal standard ”, which employs 
cadmium-manganese ions in such proportion that the 
concentration of the cadmium internal ion is of the same 
magnitude as that of the lead to be determined, while the 
manganese internal ion lies within the range of the zinc 
concentration. Only one solution of the test sample is 
needed, and the Pb/Cd combination is polarized at or 
near the full sensitivity of the instrument in the presence 
of gelatin as a maximum suppressor, 0-1 N acid chloride 
ion base being used. The Zn/Mn combination is 


_ issue (see Abstract 1080).] 


polarized at a tenth of the sensitivity used for the lead 
determination, but in an alkaline 0-1 N chloride ion 
base. Simple ratios are obtained by dividing the height 
of the lead wave-step by the height of the cadmium 
internal wave-step, according to the method devised by 
Cholak and Bambach, and interpreting the ratios by 
means of prepared standard curves. In the same way 
the height of the zinc wave-step is divided by the height 
of the manganese internal ion wave-step. 

The method here summarized is described fully by the 
author with many details of experiment. Figures show- 
ing typical polarograms are given, with numerical 
interpretations of the observed galvanometer deflections. 
Also there is a table of the galvanometer deflections 
observed with various lead-zinc polarographic standards, 
containing different ratios of Pb/Cd and of Zn/Mn. 
The data recorded indicate that the range of the zinc 
concentration could readily be extended to 600 jg. per 
ml. if the concentration of the internal manganese ion 
were increased. 

[This paper was submitted for publication a few weeks 
after the paper by Weber which appears in the same 
H. M. Vernon 


1083. Surgical Emphysema Due to Compressed Air 
A. M. Desmonpn. British Medical*Journal [Brit. med. 
J.) 1, 842-843, June 14, 1947. 1 fig., 3 refs. : 


A case of surgical emphysema of the hand following the 
use of an air-compressor pump is described. The pump 
was directed on to the hand in an endeavour to remove a 
fragment of metal. The emphysema was confined within 
the anatomical boundaries of the middle palmar space. 
The patient recovered completely in six days after 
rest and sulphonamides. The author points out that 
these pumps are similar to those used in garages to pump 
up tyres. Directed on to unbroken skin they are 
harmless, but may cause widespread emphysema if the 
pump is pointed on to any abrasion of the skin, however 
minute. Many similar accidents have been reported by 
industrial workers, but most patients recover unevent- 
fully, the only danger being from infection. It is stressed 
that men using such pumps should be warned of the 
possible danger of directing the stream of air on to any 
cut or abrasion. None of the workers in the factory 
concerned seemed to be aware of the dangers of the 
instrument. , E. C. B. Butler 


1084. Occupational Physiopathology of Milkers’ Hands. 
(Sulla fisiopatologia professionale delle mani dei 
mungitori) 

C. BeLLesint. Medicina del Lavoro {Med. d. Lavoro] 38, 
81-87, March, 1947. _5 figs. 


It was for medico-legal rather than for clinical reasons 
that the author first began his examination of milkers’ 
hands. He examined a group of workers who had never 
had any other employment. He found changes in the 
terminal interphalangeal joints of the index and middle 
fingers of both hands. These showed chronic arthritic 
signs and deviation of the terminal phalanx to the 


radial side. Most of the persons exhibiting the deformi- 


ties had worked for many years as milkers, often for 
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six hours a day. The author considers these changes 


‘to be of occupational origin, and that if, as in Cremona, 


the patients had been taught a proper technique of milk- 
ing they would not have these deformities. The mitker 
should not have his head pressed against the flank of the 
cow, but should sit upright. The teat should not be 
squeezed between thumb and forefinger to expel the milk; 
the thumb and finger should be closed round the base of 
the teat and the remaining fingers then closed in succes- 
sion. The joint changes described could thus be pre- 
vented. G. C. Pether 


1085. Principles of Acknowledging Compensation Claims 
for Arthritis 

E. E. ENGLEHART. Industrial Medicine |Industr. Med.] 
15, 626-628, Nov.,1946. 9 refs. 


1086. Radioactive Emanations: their Nature, Mechanism 
of Action, Biological Effects and Tolerance Limits 

B. N. Craver. Journal of Industrial Hygiene and 
Toxicology {J. industr. Hyg.] 29, 196-200, May, 1947. 
12 refs. 


This paper points out that the industrial use of radio- 
active materials is increasing, and that if the present 
quest for a practical method of utilizing atomic energy 
industrially is successful radioactive exposures resulting 
therefrom may in time prove the greatest hazard. The 
author accordingly reviews those fundamental principles 
without which the industrial hygienist may not be able 
to cope with the problem. [It is not possible to refer to 
more than a portion of the paper, and the reader is 
advised to consult the original.] 

The radiations of practical consequence include «, f, y, 
x rays, and neutrons. The « rays, high-speed (12,000 
to 18,000 miles or 19,300 to 29,000 kilometres per second) 
helium nuclei with a weight over 7,000 times that of an 
electron, are unable to penetrate more than a few 
centimetres of air, and can be stopped by a thin sheet of 
paper, so that protection of workers from these rays is 
simple. The § rays, high-speed electrons with a velocity 
equal to 30 to 90% that of light, have much greater 
penetrating power than « particles, but can be stopped 
by a sheet of aluminium 2 mm. thick. High-voltage 
x rays and the y rays emanating from radium and other 
radioactive elements have such a great penetrating 
power that a centimetre or more of a heavy metal such 
as lead, or several feet of concrete, may be required to 
stop them. The waves, in reacting with matter, give up 
energy discontinuously in the form of discrete units 
known as photons, the energy associated with a photon 
being termed a quantum. Neutrons are uncharged 
particles almost equal in mass to the hydrogen nucleus 
or proton, and in their passage through matter their 
chances of hitting a nucleus is much greater than those 
of the positively charged protons or « particles. After 
the energy of a neutron has been sufficiently slowed by 
elastic collisions the neutron combines with a nucleus so 
as to cause the emission of a proton, « particle, or one or 
more neutrons. 

Biological effects of radiations are believed to be due 
to their capacity to ionize the matter through which they 


pass. The « particle produces a dense ionization along 
a short path, in contrast to the 8 particle which produces 
a sparser ionization along a longer course. Neutrons, 
like x rays and y rays, produce ionization indirectly. 
The resulting ions induce chemical changes which alter 
the reactivity of the cell. It must be emphasized that 
radiation has never been known to cause any biological 
change that cannot be brought about by other means. 
A major effect of radiation is to accelerate the production 
of mutations, for the chemical changes induced in the 
cell by ionization may permanently change a few of the 
chromosomes and lead to mutation. Most of such 
mutations are fatal, but when they are not the’ cells 
produced from them have permanently different charac- 
teristics. Immature cells and cells in an active state of 
division are more sensitive to radiation than cells which 
have already acquired their adult morphological and 
physiological character. Thus haematopoietic tissue, 
whose mitotic rate is high, and reproductive tissue, whose 
product is immature, are very sensitive to radiation. The 
major cause of the delayed deaths due to the radiation 
effects of the atomic bomb was a decrease in the white 
cells of the blood; in addition many subjects exhibited 
sterility. Studies on the chronic effects of radium 
showed that a residuum of from 0-5 yg. to 2-0 pg. of 
radium in the body sometimes proved fatal, often because 
of osteogenic sarcoma. A residuum of from 0-02 jg. to 
0-5 zg. could apparently be tolerated, but the now accepted 
tolerance limit is 0-1 g.—that is, the amount in any 
exposed worker’s body must not exceed that weight. The 
metabolism of radium is similar to that of calcium, and 
almost all of the residual radium in chronic cases is 
found in the skeleton. This accounts for the unusual 
incidence of terminal skeletal neoplasms. H. M. Vernon 


1087. Digital Foreign Bodies in Spot-welders 
W. A. B. ReyYNARD and F. Smitu. British Medical 
Journal (Brit. med. J.] 1, 843-847, June 14, 1947. 6 figs. 


The authors describe the two methods of spot welding, 
one by a stationary machine and the other by a mobile 
gun. In these operations intense sparking may at times 
occur, with the result that fine metal particles may become 
embedded in the worker’s hands unless they are suitably 
protected. Twelve such cases are described in detail 
and their treatment is given. The lesions consist of 
superficial burns, minute entrance wounds, and under- 
lying foreign bodies. The particles are sterile, but 
bacteria may be driven in with the fragments of metal, 
or secondary infection may later occur around the 
particles. It is suggested that if the patient is seen 


within 12 hours of injury, the fragments should be 


removed and the wounds sutured. In later cases surgery 
is indicated only in the presence of infection or if there 
is pain. The most satisfactory protection to date is 
afforded by special cotton gloves coated with 
“‘ neoprene”, or asbestos finger-stalls worn under the 
usual cotton gloves. Leather gloves are useless. The 
ideal protective, however, has yet to be found. 
E. C. B. Butler 


For Industrial Toxicology see Abstracts 1154-1162. 


Anatomy 


1088. Maturation of Regenerating Nerve Fibres with 
Various Peripheral Connexions 

J. T. AITKEN, M. SHARMAN, and J. Z. YOUNG. Journal 
of Anatomy [J. Anat., Lond.} 81, 1-22, Jan., 1947. 9 figs., 
18 refs. 


The nervus gastrocnemii medialis (n.g.m.) of the rabbit 
is a suitable nerve for precise quantitative studies of the 
phenomena of nerve regeneration, since it is accessible, 
possesses only some 400 medullated fibres, and runs 
unbranched for several centimetres. The sizes and 
numbers of fibres in this nerve were determined by a 
technique designed to eliminate or render constant the 
following sources of error: (a) the effects of stretching 
and drying; (6) the shrinkage produced by fixation; 
(c) errors of measurement; (d) variations in age of ani- 
mals; (e) variations in the nature and severity of the 
lesions produced. Crushing and cutting were effected 
by a constant technique. All stumps were united by 
means of concentrated cockerel plasma. Wherever a 
nerve regenerated the region of division was sectioned at 
the end of the experiment and the actual gap bridged by 
regenerating fibres measured directly. 

It was found that the distribution of fibre size was 
bimodal, with peaks at 7 and 164. The authors make 
use of the “ root mean square ”’ (D) of the population 
of diameters, a figure which gives an estimate of the 
diameter of a “* typical ”’ fibre, such that a number equal 
to the number of fibres (N) present in the nerve, and all 
of this diameter, would have the same volume of axo- 
plasm and myelin per unit length as is actually found dis- 
tributed over a range of fibre sizes. The mean of nine 
counts showed 399 fibres (N) with D=13-26p. 

Maturation of nerve 100 days after a high crush followed 
by the low section and union to its own peripheral stump.— 
The distribution of fibre diameters in the region of nerve 
between crush and section was not bimodal. D and N 
averaged 5-494 and 1,171 respectively in six experiments 
as compared with 4-01 and 1,990 for nerves left without 
peripheral connexion after section. Detailed comparison 
shows more fibres above 8 in sutured nerves, and fewer 
in the 0-4y range; after a simple crush without section 
nerves present a far smaller total number of fibres, the 
majority being of large diameter, with bimodal distribu- 
tion. 

Maturation 100 days after high crush and low section 
followed by union with the peripheral end of the nervus 
plantaris.—Fewer fibres of greater diameter developed 
than after suture of the nerve to its own peripheral 
stump. The normal nervus plantaris contains more and 
larger fibres than the n.g.m. (N 699; D 14-84). After 
union with a nerve supplying an antagonistic muscle 
maturation was good (N=603; D=6-7ly). The larger 
value of D was due to the lesser number of small fibres. 

Maturation after union with atrophic muscles.—All 
branches of the tibial nerve except the n.g.m. were 


severed on one side and the central stumps excised. After 
periods of 100 and 142 days, respectively, the n.g.m. 
was crushed, sectioned, and united with the degenerated 
lower end of the nervus plantaris. On the opposite 
side the n.g.m. was crushed, sectioned, and united with 
the peripheral end of the undegenerated nervus plantaris. 
The animals were killed 100 days later. Maturation 
was effective on both sides in each animal, and in one 
case the fibres were actually larger and fewer after the 
delayed than after the primary suture. 

In one animal the n.g.m. on one side was crushed, cut, 


‘and united to its own peripheral stump. On the other 


side the same operation was performed and 2 cm. of the 
tendo Achillis excised. After 100 days the tenotomized 
foot was still of little use in locomotion, and maturation 
was very incomplete. The number of fibres was greater, 
and the diameter less, than in any other case of suture of 
the nerve to itself (N=1,902; D=4-81yu). Tenotomy 
without interruption of nerve fibres does not lead to 
atrophy in the nerve. Union of the n.g.m. with the 
cutaneous sural nerve after a high crush produced a 
greater degree of maturation than direct union of the 
n.g.m. with itself (N=798; D=6-06). Union with the 
sural nerve, however, produces many fibres of 8-10u 
diameter, whereas union with itself produces many 
fibres above 10u.. When any re-establishment of a peri- 
pheral connexion was prevented, no evidence of marked 
increase in diameter was obtained, even after 200 days. 
There was probably a slow fall in the total number of 
fibres in the nerve. 

Maturation after delayed union of nerves.—In three 
animals both n.g.m. were crushed, cut, and fixed to the 
fascia over the thigh muscles; 50 to 100 days later the 
nerve was re-exposed on one side only, the neuroma and a 
small piece of nerve removed from sectioning, and the 
nerve united to the nervus plantaris. After a further 
100 days, maturation had occurred in the nerves subjected 
to delayed union but was less satisfactory than after 
primary union. 

These results make it clear that regeneration of nerve 
is dependent not only on the cell body and on local 
conditions around the growing fibre, but also on condi- 
tions at distant peripheral points. A stimulus from the 
periphery causes each fibre to increase to its appropriate 
diameter and is responsible for the elimination of super- 
fluous fibres. The fact that a cut below a crushing injury 
impairs maturation shows that mere contact with the 
periphery is not enough. The fibre must have a suitable 
central connexion. Yet maturation can occur in a 
motor nerve united to a peripheral cutaneous nerve, and 
there is no doubt that proprioceptive sensory fibres in 
motor nerves are also stimulated to mature by contact 
with the end-organ. The nature of the peripheral 
influence is still obscure. The amount of muscle in- 
nervated is significant, but all muscle fibres would seem 
to be equally effective. Tenotomized muscles exert 


356 


c¢ 


de 
cl 
si 
Pp 
5 
2 
0 
te 


a | 
cru 
sor 
pre 
ab 
10 
Rz 
H. 
82 
nc 
n 
| 
|_| 


Se OF OD 


ANATOMY 


a lesser effect. Atrophic (denervated) muscle appears 
to be fully effective. The reason for apparent reduction 
in the number of fibres is obscure. Some fibres may be 
crushed by the rapid expansion of others; possibly 
some persist as non-myelinated fibres (not revealed by the 
present technique). Reduction may also be brought 
about in part by fusion, but there is no evidence for this. 
H. Hughes 


1089. Cyclical Changes in the Islets of Langerhans in the 
Rat Pancreas 

H. HuGues. Journal of Anatomy [J. Anat., Lond.) 81, 
82-92, Jan., 1947. 11 figs., 25 refs. 


A study was made of the f-cells of the rat pancreas in 
normal animals and in rats treated with alloxan. In the 


normal rat the larger islets of Langerhans were found to . 


contain rather small B-cells, whereas the smaller islets 
contained large f-cells. The mean f-cell diameter 
decreases with increase in size of the islet. Degenerative 
changes in the f-cells followed the administration of 
single large intraperitoneal doses of alloxan (300 mg. 
per kilo body weight). Changes could be detected within 
5 minutes of injection. After varying periods up to 
24 hours degenerative changes were marked in the f-cells 
of the larger islets, though some of the smaller islets 
tended to escape damage. 

Attempts were made to produce a selective necrosis of 
the larger islets by administering smaller daily doses over 
long periods. Doses varied from 125 mg. to 1 mg. per 
kilo and the rats were killed after periods of up to 
2 months. In most of these cases the smaller islets 
remained normal but the larger islets tended to degenerate 
and eventually to disappear. The distribution of cell 
size was reversed; the larger islets now contained the 
larger cells. In some cases appearances suggestive 
of transformation of acinar cells into islet cells were 
seen in normal animals and especially in alloxan-treated 
rats. These results suggested that a cycle of growth and 
decay occurred in the rat pancreas. The small f-cells 
degenerated and were replaced by transformation of 
acinar cells into large B-cells, the process being accelerated 
by alloxan. Such transformation of acinar tissue into 
islet tissue could explain many of the anomalous results 
of ligation of the pancreatic duct. Thus acinar cells 
already in process of transformation might not de- 
generate, and indeed the transformation process might 
be accelerated by ligation of the duct, so that excessive 
islet tissue is produced, leading to hypoglycaemia. 

R. Barer 


1090. The Growth and Maturation of Regenerating 
Striated Muscle Fibres 


W. E. Le Gros CLarK and H. S. Wasps. Journal of 


— [J. Anat., Lond.] 81, 56-63, Jan., 1947. 2 figs., 
refs. 


The authors report the results of their further investiga- 
tion of the process of regeneration in the tibialis anterior 
muscle of the rabbit, after experimentally produced 
ischaemic necrosis. Details of technique were given in 
an earlier paper. Interruption of the main vessels of 
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supply produces necrosis of approximately the lower 
two-thirds of the muscle. 

The estimation of the rate of growth in length of 
regenerating muscle fibres is beset with practical diffi- 
culties, but by determining the mean length of the newly 
growing fibres froma a number of measurements made on 
serial sections the authors believe that they have obtained 
a dependable figure. From the fourth to the fourteenth 
day after injury the fibres elongate at the constant rate 
of 1:2 mm. a day. It is not possible to estimate the 
rate beyond 14 days, since by this time some fibres have 
extended throughout the whole of the necrotic zone. 
The mean width of fibres in the normal muscle is 50-1. 
Four months after devascularization the mean diameter 
of fibres in the lower (regenerated) part of the muscle was 
48-3u, and in the upper part 54-34. The unaffected 
part of the muscle had thus undergone a compensatory 
hypertrophy. Before fixation the efficiency of the affected 
muscle was compared with that of the normal side by 
attaching a thread to the tendon of each living muscle and 
leading it over a pulley to a balance tray. The tray was 
loaded until an approximately isometric contraction 
resulted from electrical stimulation of the lateral popliteal 
nerve. The tensions developed ranged up to 1,600 g., 
and revealed no significant difference between normal 
and regenerated muscle. 


Influence of immobilization on the repair of devascu- 
larized muscle——In three rabbits the tibialis muscle on 
both sides was devascularized, and the right hind limb, 
including the ankle and knee-joint, immobilized in 
plaster-of-Paris. The animals were killed at intervals 
of 10 days, 13 days, and 2 months after operation. ' In 
the 10-day specimen no evidence of regeneration was 
found on the immobilized side, while on the free side it 
had advanced as far as was anticipated from the earlier 
experiments. In the 13-day specimen regenerating 
fibres were found on the immobilized side chiefly near 
the main vessels and at the surface of the muscle. Many 
regenerating fibres showed evidence of secondary 
degeneration; fibres in the upper third (usually unaffected) 
of the muscle were fragmented; fibrosis and fatty 
infiltration were conspicuous in the lower part of the 
muscle. On the free side the regenerating fibres in the 
lower part of the muscle were much more numerous and 
more regularly disposed. After 2 months of immobiliza- 
tion there was evidence of nuclear proliferation in the 
upper part of the muscle, while in the distal part the 
fibres were irregular, the interstitial connective tissue had 
increased in amount, and much fatty infiltration was 
evident. The regenerated fibres in this part were fine 
and frequently presented evidence of degeneration. On 
the free side regeneration had -proceeded in the usual 
manner. 

Regeneration in tenotomized muscles.—In two rabbits 
both anterior tibialis muscles were devascularized and 
then on the right side only the tendon was divided. 
The animals were killed after 7 and 10 days respectively. 
On the tenotomized side the removal of degenerated 
tissue and the growth of young fibres appeared to be 
accelerated, secondary degeneration was much more 
evident, and the fibroblastic reaction was increased in 
amount. H. Hughes 
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Physiology and Biochemistry 


1091. Urinary Excretion of Phosphatases in Man 
A.S. V. BurGen. Lancet [Lancet] 1, 329-331, March 15, 
1947. 1 fig., 19 refs. 


Urinary phosphatase was determined by the hydrolysis 
of monopheny] phosphate and the estimation of liberated 
phenol by the diazo method of Theis and Benedict, which 
is unaffected by uric acid. The daily excretion of phos- 
phatases in the urine of 50 males and 25 females without 
genito-urinary disease was estimated. Alkaline-phos- 
phatase excretion was low and irregular and showed no 
significant variation with age or sex. The average daily 
acid-phosphatase excretion in females is, about 50 units, 
irrespective of age. The male acid-phosphatase excre- 
tion level is similar in childhood but rises sharply at 
puberty above that of females, reaching a maximum of 
350 units between 30 and 40 years and returning to the 
pre-puberty level in old age. The normal rate of 
haemolysis will explain female urinary excretion of acid 
phosphatase, but the acid-phosphatase excretion increase 
in the male during the reproductive period is usually 
assumed to come from the prostate. Samples collected 
over 24 hours from 3 men by suprapubic cystotomy 
suggest, however, that part of the excess acid phos- 
phatase is excreted through the kidney. No alteration 
in phosphatase excretion was found in disease of the 
prostate or in nephritis. E. F. McCarthy 


1092. Steroid Formation in the Animal Body. I. The 
Relation of Oils and Fats to the Cholesterol Content of 
the Adrenals and other Organs. (Zur Frage der Sterin- 
bildung im tierischen Kérper. I. Ole und Fette in ihre 
Beziehung zum Cholesteringehalt der Nebenniere und 
anderer Organe) 

I. Apetin. Helvetica Physiologica et Pharmacologica 
Acta |Helv. physiol. pharmacol. Acta] 4, 551-567, 1946. 
37 refs. 


The relation of dietary oil and fat to the cholesterol 
content of the adrenal ‘glands and other organs was in- 
vestigated. White rats were employed and given diets 

~containing the normal proportions of protein and carbo- 
hydrate, but supplemented with up to 10% of animal 
and vegetable oils and fats (rape-seed oil, cocoa butter, 
pork fat, butter). The diets were given for two or three 
weeks, and the cholesterol content of the organs was 
estimated colorimetrically by Bloor’s method. The 
tissues examined were skin, liver, muscle, and the adrenal 
glands. 

Although oils and fats are very nearly similar in their 
digestible and energy-producing properties, they affect 
the cholesterol content of various organs differently. 
When they are given in similar, not excessive, amounts to 
rats it is found that oils produce a higher deposition of 
cholesterol in the adrenals than fats. Other organs, 
like the liver and muscle, also contain a higher proportion 


of cholesterol after oils are administered. The probable 
mechanism of cholesterol synthesis in the animal body 
and its relation to hormones are also discussed. 

R. Wien 


1093. An Experimental Analysis of the Jugular Pulse in 
Man 

I. F.S. MacKay. Journal of Physiology (J. Physiol.} 106, 
113-118, June 2, 1947. 5 figs., 8 refs. 


Graphic records of the human jugular and carotid 
pulse waves were taken with variations of posture on 
a tilting table, while the amount of blood in the limbs 
was controlled by tourniquets. The views hitherto 
prevailing on the source of the a and c waves have been 
confirmed, the a wave being due to atrial systole and the 
c wave having venous and carotid factors in its causation. 
The v wave is not influenced by variations in the venous 
return, a fact which does not preclude the possibility of 
its being “* a reflexion of an intracardiac pressure wave ”’. 

[One graph in the text, made at a time of increased 
venous return, shows a distinct modification of the v 
wave; it would be of interest to know the frequency with 
which the modification occurs.] D. T. Barry 


1094. The Effects of Cytochrome C in Anoxia 
I. H. SCHEINBERG and H. O. MICHEL. Science [Science} 
105, 365-366, April 4, 1947. 9 refs. 


Intravenous injections of 20 mg. per kilo body weight 
of cytochrome C in saline did not appear to protect 
rats against the effects of exposure to an atmosphere 
containing 3-9%% oxygen, as shown by: (1) the amount of 
easily hydrolysable phosphorus in heart and kidney; 
(2) the blood level of lactic acid; and (3) the survival 
time. S. S. B. Gilder 


1095. The Effect of the Inhalation of High and Low 
Oxygen: Concentrations on Respiration, Pulse Rate, 
Ballistocardiogram, and Arterial Oxygen Saturation 
(Oximeter) of Normal Individuals 

R. D. Driers and J. H. Comroe. American Journal of 
Physiology {Amer. J. Physiol.] 149, 277-291, May $1, 
1947. 3 figs., 27 refs. 


This paper is concerned mainly with the effect of. 


different concentrations of oxygen in the inspired air on 
the respiratory and circulatory systems. In normal 
individuals inhalation of 100% oxygen raises arterial 
oxygen tension to 670 mm. Hg. Experimentally it is 
shown that this produces a small immediate decrease in 
respiratory minute volume and pulse rate. The mechan- 
ism of this action is explained on the basis of functional 


denervation of receptors in the aortic and carotid bodies, . 


which are tonically active at the normal oxygen tension 
(90 to 100 mm. Hg) in the arterial blood. The changes 
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in the pulse rate, to a greater degree than those in the 
respiration, seem to depend on the tonic activity of the 
chemoreceptors. Further experiments were made with 
decreased concentration of oxygen. In 79% of subjects 
breathing 18% oxygen the pulse rate increased. It 
seems that an increasé in pulse rate is a more sensitive 
index of anoxaemia than an increase in respiratory 
minute volume. The respiratory system is not signi- 
ficantly stimulated in most normal men when the oxygen 
saturation decreases from 20 to 18%. A 16% concentra- 
tion is just low enough to produce an obvious respiratory 
response in the majority of normal men. Individual 
variations are extreme, some subjects showing no measur- 


able increase in respiration even when breathing 10% 


oxygen. A change from 10% to 8% oxygen produced 
an increase of 46% in respiratory minute volume. In- 
creasing anoxia, on the other hand, causes a marked 
response of the circulatory system as measured by the 
pulse rate. This may be due to direct stimulation of the 
vasomotor centre as well as to activation of the chemo- 
receptors. Inhalation of 100% oxygen acts as a stimu- 
lant, and this stimulation is accompanied by bradycardia 
and a reduction of cardiac “Dutput per minute. 

Arterial oxygen saturations cannot be predicted from 
the concentration of oxygen in the inspired air. There 
is a wide range in arterial oxygen saturation in different 
individuals breathing the same air. In some, contrary 
to generally held beliefs, the degree of saturation of 
haemoglobin in the arterial blood is more than 95%. 
The authors found the following average readings of 
arterial oxygen saturation with decreasing oxygen con- 
centration of inspired gas: 


Inspired air:. Oximeter readings : 
18% oxygen 94% 
91% 
14-5% ” 89% 
819 
10% 

8% 2% 

A. I. Suchecki 


1096. Mechanism of Hydrogen Peroxide Formation by 
Spermatozoa and the Role of Amino-acids in Sperm 
Motility 

J. Tostc. Nature [Nature, Lond.] 159, 544, April 19, 
1947. 4 refs. 


Bull spermatozoa lose respiratory activity and motility 
when kept under aerobic conditions in egg-yolk medium. 
This inhibition is due to hydrogen peroxide, which is 
formed by enzymic action from some dialysable con- 
Stituent of the egg yolk. The chemical behaviour of this 
constituent during attempts at its isolation suggested 
that it is an amino-acid. /-Tryptophane, /-tyrosine, and 
Lphenylalanine can replace egg-yolk medium and in the 
presence of living spermatozoa give rise to hydrogen 
peroxide. Only these three amino-acids of the many 
tested had this property. Such specificity of a /-amino- 
acid oxidase is unusual. The adverse effects of hydrogen 
peroxide on sperm respiration and motility are produced 
with concentrations that are chemically undetectable, 
but appreciable since the effect is abolished by the addi- 
tion of catalase. 


[The finding will be useful in arranging optimal condi- 
tions for the storage and transport of sperm for artificial 
insemination, but probably has no physiological import- 
ance. Judgment on this will await more detailed descrip- 
tion of the aerobic conditions needed for the enzymic 
activity.] Peter C. Williams 


1097. The Effects of Water Diuresis and Exercise on the 
Volume and Composition of the Urine 

J. A. BARCLAY, W. T. Cooke, R. A. KENNEY, and M. E. 
Nutr. American Journal of Physiology |[Amer. J. 
Physiol.] 148, 327-337, Feb., 1947. 6 figs., 21 refs. 


The authors set out to determine the influence of water 
and salt intake and of exercise upon urinary composition, 
having found discrepancies between class observations 
and those of Eggleton (J. Physiol., 1944, 102, 140). 
They find that exercise may or may not inhibit water 
diuresis, their results here being less constant than those 
of Verney [which are not cited]. The urinary pH 
during exercise shows a marked fall in all cases. At the 
same time plasma flow and filtration rate decline, and 
an increase of filtration fraction occurs. The taking of 
water may produce a rise or a fall in the output of chloride, 
attributed by the authors to changes in the activity of the 
tubule towards chloride ions. They suggest a segmental 
division of labour between proximal and distal portions 
of the tubule. Exercise diminishes chloride output in 
step with the diminution in plasma flow. The authors 
offer no hypothesis to correlate their findings with the 
work of the Cambridge school on the control of diuresis. 

Alex. Comfort 


1098. The Renal Tubular Reabsorption of Chloride 

W. D. Lorspeicn, R. C. SWAN, and R. F. Pitts. Ameri- 
can Journal of Physiology {Amer. J. Physiol.| 148, 445- 
448, Feb., 1947. 1 fig., 10 refs. 


The experiments described show that the power of 
chloride resorption in the tubules increases in direct 
proportion to the rate of glomerular filtration. This 
mechanism bears a close resemblance to the related 
mechanism of bicarbonate resorption, and the authors’ 
findings therefore place chloride resorption in the regula- 
tive category, combining some characters of the “‘ active ” 
(glucose) and “ diffusion” (urea) mechanisms. The 
renal excretory threshold for chlorides is nearly indepen- 
dent of the glomerular filtration rate. Alex. Comfort 
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1099. Environment and Food Intake in Man 
R. E. JoHNSON and R. M. Kark. Science [Science] 105, 
378-379, April 11, 1947. 1 fig., 4 refs. 


Estimates were made of the average daily calorie 
intake of healthy young North American soldiers, 
acclimatized to their environment and receiving ample 
rations of which they could have eaten more if they had 
wished. Intakes ranged from 3,100 calories in the desert 
(92° F.: 33-3° C.) to 4,900 in the Arctic (—30° F.: 
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—34-4°C.). There was a striking correlation between 
calorie intake and environmental temperature. Differ- 
ences in intake were not explained by differences in 
metabolic rates, activity, or body size, although the men 
in the Arctic were 7-5 kg. heavier than those in the 
desert. The percentage of calories derived from protein 
was practically constant. J. R. Marrack 


1100. Clinical Nutritional Surveys 

E. W. Apcock, W. H. HAMMonpD, and H. E. MAGEE. 
Journal of Hygiene [J. Hyg., Camb.] 45, 65-69, Jan., 
1947. 2 refs. 


Since 1942 a Ministry of Health clinical team, in 
which five clinicians have at various times taken part, has 
made nutritional surveys in different parts of England 
and Wales. Clinical methods of two types have been 
used. First, the clinician placed the subject in one of 
three grades—‘‘ good”, “fair”, ‘ poor ”’—according 
to his “general state of nutrition’’. Secondly, the 
presence of 29 “‘ clinical signs’ was recorded. In this 
paper the findings on 3,351 children aged 8 to 15 years 
and on 3,326 adults are analysed statistically to ascertain 
whether any relationship exists between the incidence of 
the “clinical signs” singly or collectively and “ the 
clinician’s nutritional grade”’. The incidence of each 
clinical sign is also compared with “ the nutritional 
State as a combination of all the clinical signs’’. Fur- 
ther, a special survey was made by one clinician of 
1,067 children to assess the relationship of the criteria 
used for ‘* placing the subject in a nutritional grade ’’— 
such as posture, muscular development, lethargy, 
goitre, excess subcutaneous fat—with the nutritional 
grade itself. The authors conclude that “ nutritional 
assessment as at present understood is determined mainly 
by the value placed on the grading criteria . . . and toa 
negligible extent or not at all by the presence or absence 
of clinical signs ”’. 

[The clear distinction between “ grading criteria ’’ and 
the 29 “ clinical signs ” is important. The clear distinc- 
tion is even more important between the “ nutritional 
grade ”’ allotted to the subject on the basis of the “* grad- 
ing criteria”, and his nutrition assessed either by a 
combination of all the “ clinical signs ’’ or by a diagnosis 
resulting from the presence and degree of certain of the 
“clinical signs’. It is very unfortunate that a great deal 
of confusion is introduced by the careless use and mis- 
use of terms that should be distinguished.] The authors 
use indiscriminately the terms “ clinical signs” and 
“ nutritional signs ” for the 29 signs listed in a previous 
paper. These signs include “* seborrhoea ”’, “‘ dandruff ” 
[pityriasis capitis], “‘ pityriasis ”’ [presumably excluding 
pityriasis capitis], “* acne ’’, ichthyosis pinguecula ”’, 
“oedema”. [It is obvious, therefore, that they include 
many signs that are not nutritional in origin, and the 
term “ nutritional signs ’”’ should not be used for them, 
particularly as the authors conclude that the signs play 
little if any part in the “ nutritional assessment as at 
present understood”’.] The authors use for “the 
nutritional state as a combination of all the clinical 
signs”’ the term “the general nutritional factor”. 
[From this it follows that an adolescent with a marked 


seborrhoeic diathesis will have a very poor “ nutritional 
state”, scoring under “seborrhoea”, “ dandruff”, 
“acne”, and perhaps “ pityriasis”; whereas an 
adolescent with gross undernourishment—thin, pale, 
wasted, with inelastic skin—will probably not have any 
“ nutritional sign ’’ recorded and therefore will be in an 
excellent. “‘ nutritional state ’’.] The term “ nutritional 
state ’ is also used by the authors in an entirely different 
way for the grade into which the subject is placed by a 
combination of the “* grading criteria’’. For this condi- 
tion the following terms are variously used synonymously: 
** nutritional state “‘ nutritional status ’’, nufrition 
“general state of nutrition”, “‘ grade of nutrition”. 
“Clinical assessment’’, nutritional assessment ”’, 
** evaluation of nutritional status”, and “* assessment of 
nutritional grade ’”’ are used synonymously for the same 
procedure. 

The clinical signs were “‘ not taken into account in 
grading the subjects according to their state of nutrition ”’. 
Yet one such sign—oedema—occurs also in the list of 
grading criteria. [It is possible for a child to have 
scurvy, and have none of the grading criteria; yet it 
would be hard indeed for thg clinician to put such a 
child in the class of “ good nutrition’’. Further, the 
paper to which the authors refer for further details 
(Magee, 1944) specifically attributes the higher incidence 
of children graded “* poor ”’ in these surveys, as compared 
with the incidence in the examinations of the School 
Medical Service, to the “more elaborate methods of 
diagnosis used by the Ministry’s observers ”’, including 
the slit-lamp microscope; therefore the clinical signs 
found in the eye with this instrument, such as corneal 
vascularization, were in fact used in assessing “* nutri- 
tional grade ”’ in contradistinction to the statement in the 
present paper.] 

There is little indication that a clinical sign, such as 
pityriasis, “‘ will be found more frequently in those 
-assessed as ‘poor’ than in those who have ‘ good’ 
nutrition”. This view is based on an analysis of 7 of 
the clinical signs, since the incidence of the remaining 22 
was too low to justify statistical analysis. [It is interest- 
ing and surprising to find that corneal vascularization 
is commoner than dandruff or acne or mottled teeth in 
adolescents, or than pingueculae or pyorrhoea in adults.] 
There is no correlation between the signs singly and 
*‘an internal factor (the general nutritional factor) 
responsible for the signs”. Hence it is concluded that 
the clinical signs play a negligible or no part in the 
assessment of nutrition. [This conclusion is not justi- 
fied. There is obviously no single internal factor respon- 
sible for the signs; and even if all of them were caused by 
nutritional deficiencies, the varied combinations of signs 
in different deficiencies would preclude such positive 


correlations. ] 


The authors next consider from the special survey of 
children the 3 most frequent “‘ clinical signs’ and the 
7 most frequent “ grading criteria”. [It is perhaps 
surprising that subnormal hand grip” is frequent, 
whereas ‘“‘ diminished muscle tone” is infrequent; 
** abnormal furrow of the back ”’ is sufficiently frequent, 
but “ excess subcutaneous fat ’’ too infrequent, to permit 
of analysis by tetrachoric methods.] They find a high 
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degree of correlation of these selected “‘ grading criteria ” 
with ‘“ nutritional assessment”. It is concluded “ that 
the grading criteria are the main elements in the diagnosis 
of nutritional grade ” [which is so by definition]. Since 
the correlation between the sum of the 7 selected “* grad- 
ing criteria ’’ and the “ nutritional assessment ” was high, 
individuals of a “ poor grade of nutrition” are more 
likely to have poor muscle tone than “ those classified as 
of good nutrition ” [this is unjustified, since diminished 
muscle tone was too infrequent to permit of analysis by 
tetrachoric methods]. They find that the 7 “ grading 
criteria’? occur frequently in combination [which is 
almost inevitable], and therefore conclude “that the 
grading criteria singly and collectively are indicative of 
the nutritional state as at present understood by the 
clinician ”’. H. M. Sinclair 


1101. The Effect of Insulin on Food Intake after Vago- 
tomy and Sympathectomy 

M. I. GrossMAN, G. M. Cummins, and A. C. Ivy. 
American Journal of Physiology [Amer. J. Physiol.] 149, 
100-102, April 1, 1947. 1 fig., 6 refs. 


Intrinsic denervation of the stomach was performed 
in 3 dogs in a three-stage operation consisting of supra- 
diaphragmatic bilateral vagotomy, right splanchnectomy 
and excision of the right lumbar sympathetic chain, and 
left splanchnectomy and excision of the left lumbar 
sympathetic chain. The animals were kept in individual 
cages and a rigorous standardized feeding procedure 
was followed. At least 3 months after denervation a 
3-week control period in these 3 dogs and in 2 normal 
dogs was recorded, when average daily food intake and 
body weight remained relatively constant. During the 
next 5 weeks each animal received a daily subcutaneous 
injection of 0:25 to 0-5 units of insulin per kilo body 


weight 1 hour before the regular feeding time. The 


average daily food intake increased in the first week 
by 55° in the denervated and 48% in the normal animal; 
with continued administration of insulin the food 
intake dropped but remained well above pre-insulin 
level until the insulin injections ceased, when a return to 
initial level was observed. It is suggested that insulin 
hypoglycaemia acts directly on the brain to excite 
appetite. C. C. N. Vass 


1102. The Absorption of Radioactive Iron by Children 

7-10 Years of Age 

W. J. Darby, P. F. HAHN, M. M. Kaser, R. C. STEIN- 

KAMP, P. M. DENSEN, and M. B. Cook. Journal of 

~ seg [J. Nutrit.] 33, 107-119, Jan. 10, 1947. 2 figs., 
refs. 


With the object of throwing further light upon the 
iron requirements of children the absorption of radio- 
active iron was studied in a mass survey in Nashville, 
Tennessee, 176 white school children, aged 7 to 10 years, 
being selected to represent two extreme economic groups. 
There was, however, no significant difference in haemo- 
globin levels between the two groups. After preliminary 
clinical and laboratory studies, a known aliquot of 
2 to 3 mg. of ferrous chloride containing Fe®®, with a 


47-day half-life, reduced with a slight excess of ascorbic 
acid, was given orally. Two to four weeks later the radio- 
activity, packed cell volume, and haemoglobin content of 
a sample of venous blood were estimated. The total 
red cell mass was calculated by the formula: body 
weight in kilo x 80 x haematocrit reading x 0°75. 
The total radioactivity of the circulating haemoglobin 
iron and the percentage absorption of radioactive iron 
were thus estimated. It was assumed that most of the 
absorbed iron was converted to the iron of haemoglobin 
in the circulating red cells, and that no iron was excreted. 
The mean iron absorption varied from 7-75 to 17-75%, 
according to age and sex. The uptake was related to 
the estimated yearly increases of body iron during growth, 
but not to the economic status, haemoglobin level, 
general nutritional state, or estimated dietary intake. 
It was concluded that the mean daily requirement of 
absorbable iron is 2:3 to 3-8 mg. for children of this age 
group, and that the observed mean haemoglobin level 
of approximately 13 g. per 100 ml. was not limited by 
iron deficiency. Attention is drawn to the possibilities 
inherent in this new technical approach. L. J. Davis 


1103. Chronic Moderate Hypervitaminosis D in Young 


J. B. Henpricks, A. F. MorGan, and R. M. FreytaG. 
American Journal of Physiology [Amer. J. Physiol.] 149, 
319-332, May 1, 1947. 3 figs., 26 refs. 


These workers at the University of California have 
induced hypervitaminosis D in cocker spaniels 5 to 
8 weeks old by adding to the purified diet containing 
1% calcium and 0-73% phosphorus 10,000 i.u. vitamin 
D per kilo per day; the vitamin was given as irradiated 
ergosterol or irradiated animal sterols. The experiment 
lasted 10 months, during which time the animals 
received a dosage corresponding to 60 mg. of irradiated 
ergosterol per kilo body weight. The effects of the 
chronic hypervitaminosis were: (a) growth: the animals 
were stunted in both height and weight; (5) serum cal- 
cium: this was raised in all the dogs; (c) tissues: soft 
tissues became calcified in greater or lesser degree, 
while extensive calcium phosphate deposits were found . 
in the myocardium, stomach, lungs, kidneys, muscles, 
and tendons; bones became overmineralized with 
greatly widened shafts; (d) jaws and teeth: the jaws were 
underdeveloped and there was malocclusion, with small, 
poorly placed teeth and deformities of the roots. 

In these experiments “‘ delsterol ” (containing irradiated 
7-dehydrocholesterol) appeared to have more rapid and 
more severe toxic effects than the same amount of vitamin 
D administered as tuna-liver oil; irradiated ergosterol 
was of intermediate toxicity. Some of the dogs received, 
in addition to vitamin D, 10,000 i.u. vitamin A per 
kilo per day. These animals showed much less evidence 
of hypervitaminosis D, and the authors concluded that 
an intake of excess vitamin A may minimize the symp- 
toms of vitamin-D intoxication. 

[This experimental work should be of considerable 
interest to pathologist and clinician alike, especially in 
view of the recent introduction of massive vitamin-D 
therapy in lupus vulgaris.] A. I. Suchecki 
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1104. Vitamin A and Bone Growth: the Reversibility 
of Vitamin A-deficiency Changes 

E. MELLANBY. Journal of Physiology [J. Physiol.) 105, 
382-399, Jan. 15, 1947. 12 figs., 12 refs. 


The author has shown that if vitamin A is deficient 
in the diet of growing animals alterations in bone growth 
occur, resulting in inadequate enlargement of the skull 
cavity and spinal canal with harmful pressure effects 
on nervous tissue. An experimental study was made of 
the effects on three bones representing different types of 
bone growth—the basi-occipital, the labyrinthine cap- 
sule, and the sphenoid—of the removal of vitamin A 
from the diet and its subsequent restoration. The 
results indicate that vitamin A controls the moulding of 
growing bones by influencing the site of activity and 
number of osteoclasts and osteoblasts. Vitamin-A 
deficiency modifies or reverses the normal activity of the 
osteoblasts and osteoclasts in a regular manner, pro- 
ducing thickening and dysplasia of bone. This change is 
effected in a different manner in the three bones, and the 
reparative processes under vitamin therapy differ like- 
wise. Osteoblasts and osteoclasts are not active, as a 
rule, on the same bone surface. Usually, when osteo- 
clastic activity occurs on one surface osteoblasts are 
active on the opposing surface of the same piece of bone. 
Vitamin-A lack usually causes cessation of osteoclastic 
activity on the effective surface—for example, in the basi- 
occipital bone on the surface adjacent to the nervous 
tissue. If the osteoclastic activity on the surface of the 
normal bone is marked, vitamin-A lack causes cessa- 
tion of osteoclastic activity or a slight osteoblastic activity 
on the same surface. If the osteoclastic activity on a 
surface is slight on an adequate diet the vitamin-A 
lack tends to cause a strong osteoblastic activity on this 
surface. When vitamin A is given to a vitamin-A 
deficient animal during growth the osteoblasts and osteo- 
clasts resume their normal sites of activity. The cells 
increase in number and activity and the processes, which 
afm at restoring the normal shape of the bone, are far 
more intense than the original growth processes in the 
presence of vitamin A. The reparative processes occur 
independently of the state of the adjacent nervous tissue. 

E. F. McCarthy 


1105. The Effect of a Single Massive Dose of Vitamin 
D, on Young Dogs 

A. F. MorcGan, H. E. AxeLtrop, and M. Groopy. 
American Journal of Physiology {Amer. J. Physiol.| 149, 
333-339, May 1, 1947. 3 figs., 17 refs. 


The authors, at the University of California, have 
studied the effect of a single massive dose of vitamin D, 
on young dogs. The dosage was approximately 12 mg. 
(480,000 units) of vitamin D, per kilo body weight. The 
diet had a calcium phosphorus ratio of 1°5:1, in 
imitation of the calcium and phosphorus content of cow’s 
milk. All animals exhibited the usual symptoms of 
acute vitamin-D intoxication—anorexia, polyuria, bloody 
diarrhoea, excessive thirst, and prostration. In those 
animals which survived long enough the serum calcium 
remained elevated for 6 months, and calcium and 


PHYSIOLOGY AND BIOCHEMISTRY 


phosphorus excretion studies indicated continued reten. 
tion of these elements. Attention is drawn to the mal- 
formation of jaws and teeth; its incidence and severity 
appeared to be related to the extent and duration of the 
hypercalcaemia. A. I. Suchecki 


1106. Comparative Value of Butter-Fats and Vegetable 
-Oils for Growth 

K. P. Basu and H. P. Natu. Jndian Journal of Medical 
Research [Indian J. med. Res.] 34, 33-37, May, 1946, 
10 refs. 


Young rats weighing 40 to 50 g. were given weighed 
amounts of a balanced and complete diet to which the 
oils and fats being tested were added singly in percentages 


_ of 3, 6, and 9. Water was given ad lib. and the test 


was continued for 8 weeks, body weight being recorded 
twice a week for the last 7 weeks. The mean increase in 
weight per week per g. of fat intake for each group of 
4 rats was: with mustard oil, 1-54; coconut oil, 1-49; 
sesame oil, 1-32; ground-nut oil, 1-79; buffalo butter- 
fat, 1-98; cow butter-fat, 2:25. The difference of 
0:25-+-0-0263 between growth on mustard and ground- 
nut oils was statistically significant; that between mustard 
and coconut oil was not significant. The difference 
between vegetable oils and butter fats was obviously 
significant. 

Maximum growth was obtained with the oils and fats 
at a concentration of 6% (2-21 g. per week per g. of fat 
intake); at a concentration of 9% growth was slightly 
less (2°19); at 3% growth was poor (1-72), the difference 
being statistically significant. The nature of the growth 
factor in fats and oils is discussed. Chemical analysis 
of the fats and oils used in this experiment showed their 
saturated fatty-acid content to be similar. Some other 
unknown factor, therefore, must be present to account 
for the difference in growth-promoting values of these 
substances. A. D. Duff 


1107. The Absorption of Fats from the Human Intestine 
N. G. NHAvi and V. N. PATWARDHAN. Indian Journal 
of Medical Research (Indian J. med. Res.| 34, 49-58, May, 
1946. 10 figs., 11 refs. 


Five volunteer subjects were given the fat under test 
with bread or chapattis (unleavened bread) first thing in 
the morning on an empty stomach. | Blood samples were 
taken before this standard meal and thereafter at hourly 
intervals for 5 to 7 hours. The fat absorption was 
measured by determining the fat content of the blood by 
the chylomicrographic method of Frazer and Stewart, 
in which the fat particles in the blood are counted under 
the microscope with dark-ground illumination. Butter, 
ghee, and coconut oil were absorbed rapidly, maximum 
counts being reached in 2 to 3 hours, while sesame oil 
and ground-nut oil reached their maxima in 3 to 5 hours. 
Partially hydrogenated ground-nut oil, with an iodine 
value of 50, was absorbed only slightly more slowly than 
the refined oil with an iodine value of 98. The rate of 
absorption of fats, it is suggested, may be determined 
by the presence of fatty acids of low molecular weight. 
A. D. Duff 
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1108. The Digestibility of Certain Vegetable Oils and 
Fats Determined by Metabolic Experiments on Human 


Beings 
K. P. Basu and H..P. Natu. Jndian Journal of Medical 
Research [Indian J. med. Res.] 34, 13-17, May, 1946. 
13 refs. 


The digestibility of seven edible fats and oils commonly 
used in India was determined in four adult healthy 
subjects. To an almost fat-free basal diet (fat content 
8-56 to 10°32 g.) 50 g. of the oil or fat being tested was 
added daily for 7 days. During the last 4 days the 
faeces were collected and the excreted fat was estimated by 
Saxon’s method. Detailed results are given for each 
subject. The percentage digestibility, averaged for the 
four subjects, was as follows: mustard oil, 94-13; sesame 
oil, 95-8; ground-nut oil, 99; coconut oil, 99:28; cow 
butter-fat, 97-15; buffalo butter-fat, 97-53; hydrogenated 
ground-nut oil 89-8. These results showed that the oils 
’ and fats tested, with the exception of hydrogenated 
- ground-nut oil, were well utilized. It is suggested that 
an upper limit, under 40° C., for the melting point of 
hydrogenated edible fats and oils is desirable. 

A. D. Duff 


1109. The Rate of Absorption of Different Fats and Oils 
K. P. BAsu and H. P. Natu. Indian Journal of Medical 
Research [Indian J. med. Res.] 34, 19-25, May, 1946. 
8 refs. 


The rate of absorption of 2 ml. of fats and oils intro- 
duced by stomach tube was tested in rats weighing 225 
to 250 g. which had fasted for 48 hours. After periods 
of 2, 4, or 6 hours the animals were killed and the 
unabsorbed fat in the gastro-intestinal tract was esti- 
mated. The mean results may be summarized as follows. 
Percentage absorption after 2, 4, and 6 hours respectively 
was: for mustard oil 27-6, 56-3, 64; coconut oil 
36, 42-7, 49-8; olive oil 41-1, 48-9, 59-8; ground-nut 
oil 35-13, 52, 59-9; sesame oil 36:2, 46-1, 57-3; and 
cow butter-fat 40-8, 47-97, 59-13. The most rapid ab- 
sorption was seen with olive oil and cow butter-fat, an 
expected result because of their large percentage of short- 
chain fatty acids. Mustard was the least well absorbed 
after 2 hours but the best after 6 hours, the contrary being 
the case for coconut oil, the differences being statistically 
significant. In another experiment it was shown that the 
rate of absorption increased slightly with an increase in 
the amount of oil administered. A. D. Duff 


1110. The Effect of Different Fats on Calcium Utilization 
in Human Beings 

K. P. Basu and H. P. Natu. Indian Journal of Medical 
Research [Indian J. med. Res.) 34, 27-31, May, 1946. 
17 refs. 


A further series of metabolism experiments was made 
as before (see Abstr. 1108); 60 g. of each fat or oil 
tested was added in turn to a fat-free basal diet of known 
calcium and phosphorus content. Each experiment 
lasted for 7 days, and the urinary and faecal calcium was 
measured for the last 4 days. The results showed 
that with mustard, sesame, and ground-nut oils and cow 
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butter-fat the absorption of calcium and phosphorus was 
markedly increased, probably because calcium was 
incorporated in absorbable soaps instead of being lost 
as insoluble calcium carbonate. With coconut oil, 
however, the excretion of calcium in the urine, and 
especially in the faeces, was greatly increased, with 
production of a negative calcium balance. The use of 
coconut oil as a principal dietary fat is therefore not 
recommended. A. D. Duff 


1111. The Effects on Growth in Rats of Butter and Ragi 
(Eleusine coracana), Separately and Combined, as 
Supplements to the Poor Rice Diet of South India 

E. D. Mason, R. DevapaAs and J. Frimopt-MOL Ler. 
Indian Journal of Medical Research [Indian J. med. Res.| 
34, 45-48, May, 1946. 2 figs., 2 refs. 


Although the rice diet of S. India is deficient in fat 
the addition of fat to this diet given to rats did not pro- 
mote growth but inhibited it still further. Mason et al. 
(Undian J. med. Res., 1945, 33, 219) showed that the pre- 
sence of technical casein counteracted this effect. An 
experiment was therefore made with ragi (Eleusine 
coracana), as an inexpensive food, to determine whether 
it would have a “ protective ” action in the utilization of 
fat. Nine pairs of young rats received the poor rice 
diet with supplements of butter and/or ragi. Growth 
was found to be inversely proportional to the amount of 
butter and directly proportional to the amount of ragi. 
The analysis of variance showed both effects to be highly 
significant, and that there was no significant interaction 
between them—that is, the ragi did not counteract the 
negative effect of the butter. The effect of ragi was pro- 
bably due to its high calcium content. Its protective 
action, however, was not equal to that of technical 
casein. A. D. Duff 


1112. Destruction of Vitamin B, of some Vegetables 
during Cooking and the Effect of Cooking on Free and 
Combined Vitamin B, of some Foodstuffs 

K. P. Basu and M. C. MaLakar. Indian Journal of 
Medical Research [Indian J. med. Res.| 34, 39-43, May, 
1946. 28 refs. 


The thiamine content of 35 Indian vegetables and of 
9 foodstuffs was estimated before and after cooking. 
Only the edible portions of the vegetables were used, 
and these were cooked, without previous washing, by 
boiling for half an hour in distilled water. The estima- 
tion after cooking included the cooking-water. All 
the vegetables lost some thiamine, from 100% in those 
with a low initial content to 12-5% in bottle-gourd leaves 
and tendrils. The average retention of thiamine in the 
35 varieties was about 58%. The loss was directly due 
to destruction by heat, as no other treatment was 
applied; other workers had held that the loss could be 
attributed to blanching or leaching. In the 9 foodstuffs 
which included soy-bean, egg, goat liver, and goat 
breast muscle, the loss by cooking of “ free vitamin 
B,” ranged from 50-7% in duck’s egg to 100% in soy- 
bean and breast muscle. On the other hand the cocar- 
boxylase or “ bound B, ” content was not affected by heat. 
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The difference in percentage destruction of “ free B,” 
may be due to variation in the pH within the tissues or to 
variation in the electrolyte systems. A. D. Duff 


NERVOUS SYSTEM 


1113. The Potentiating Action of Acetylcholine on that 
of Adrenaline 

R. J. S. Journal of Physiology (J. Physiol.) 
106, 1-7, March 15, 1947. 6 figs., 12 refs. 


In this paper the author pursues his previous observa- 
tion (J. Physiol., 1946, 104, 392) that in certain circum- 
stances acetylcholine may exert a stimulating action on 
the heart beat. He shows that in the isolated intestine 
and in the intact anaesthetized animal acetylcholine 
potentiates the action of adrenaline and is capable of 
restoring susceptibility in an animal which has been 
desensitized by repeated injection of adrenaline, this 
effect being present in the isolated tissue. Sensitization 
is widespread, and can be demonstrated in the heart, 
vessels, pupil, intestine, as well as by the effect on the 
arterial blood pressure. The author attributes the 
rapidity of the adrenergic response in “ fight or flight” 
to the maintenance of a parasympathogenic acetylcholine 
level during resting states, and points to the effect des- 
cribed as a possible reason why the action of adrenaline 
on the intestine of the intact animal is more prolonged 
than in the isolated tissue. He considers it likely that 
the active animals whose attention-reaction is most readily 
evoked may maintain a higher level of acetylcholine 
secretion from the abdominal vagus endings than the 
more stolid species;* the former are, therefore, more 
susceptible to the effect of adrenaline. Alex. Comfort 


1114. Effect of Frontal Lobectomy on Blood Sugars of 
Normal Cats and Monkeys and Adrenal Denervated Cats 
M. A. KeNNARD, C. W. Hamper, and M. D. WILLNER. 
American Journal of Physiology [Amer. J. Physiol.| 149, 
246-253, April 1, 1947. 4 figs., 7 refs. 


Starting from the observations of Cannon on “ sham 
rage” in the decorticated cat, the authors set out to 
locate the areas of cortex which determine the rise in 
blood sugar characteristic of “sham rage”, and to 
ascertain whether any such rise occurred in monkeys, 
which respond differently to decortication. They report 
controlled experiments on 26 cats and 5 monkeys. 
Barbiturate anaesthesia did not by itself exert much 
effect on the blood sugar. Excision of the frontal 
cortex resulted in the greatest increase; excision of the 
occipital resulted in a slight rise in two cases [as expressed 
in the authors’ graphic results, which do not wholly 
support their categorical statement that the blood sugar 
was not raised by occipital lobectomy]. The effect did 
not last so long after bilateral adrenal denervation. No 
comparable changes could be observed in monkeys. 

It thus appears that “ sham rage” is the product of 
frontal lobectomy, and that the concomitant pulse and 
blood-sugar changes are confined to animals in which 
“sham rage” can be produced. There is no reason, 


therefore, to anticipate any comparable results in lobec. 
tomy in human beings. Moreover, the authors state 
that the increases in pulse rate, respiration rate, and 
blood sugar are not accompanied by any rise in blood 
pressure. Alex. Comfort 


1115. Effects of Intrathecal Injection of KCl and Other 
Solutions in Cats. Excitatory Action of K Tons on 
Posterior Nerve Root Fibres 

I. CatmMaA and S. Wricut. Journal of Physiology {J, 
Physiol.| 106, 211-235, June 2, 1947. 12 figs., 39 refs, 


Solutions of potassium chloride and other salts were 
injected intrathecally into cats under chloralose anaes. 
thesia. The spinal cord was exposed between L6 and 
$2, and a cannula inserted into the subarachnoid space 
at the level of S1. Slow injection of an isotonic solution 
of sodium chloride, 0-5 ml. or more, produced little or 
no effect unless pressure was increased, when it caused 
some reflex rise in blood pressure together with pupillary 
dilatation. These results are thought to be due to 
mechanical stimulation of thecal and spinal nerves. 

Intrathecal injection of 0-1 to 0-2 ml. of potassium 
chloride in isotonic (115%) or slightly hypertonic 
(1-3%) solutions, or in solutions containing less than 
1-15% made isotonic by the addition of sodium chloride, 
caused dilatation of the pupil, rise in arterial pressure, 
changes in the rate and rhythm of the heart, alterations 
in breathing, and modifications of spinal reflexes. The 
dilatation of the pupil is due to reflex inhibition of the 
third nerve centre; the latent period is very short, and 
strong light falling on the eye does not affect the reaction. 
These solutions specifically stimulate fibres, probably 
non-medullated, in the posterior roots by virtue of the 
potassium ion, and produce vasoconstriction through the 
sympathetic outflow to the blood vessels. The effect 
is elicited after removal of the suprarenals and after 
transection of the thoracic spinal cord to exclude the 
vasomotor centre. Reflex stimulation of the cardiac 
sympathetic fibres also occurs. Results similar to these 
are obtained by application of potassium chloride to an 
isolated “* posterior nerve root preparation ”. Injection 
of potassium chloride intrathecally in the lower cervical 
region may cause respiratory and circulatory failure 
owing to central depressant action. Intrathecal injection 
of potassium chloride depresses the flexor reflex, and 
has varying effects on the knee-jerk (potentiation or 
depression); these results are not obtained by applica- 
tion of potassium chloride to the posterior nerve roots 
preparation. It is suggested that the potassium ion 
specifically stimulates the afferent fibres in the posterior 
roots but scarcely affects somatic reflexes. Mixtures of 
mono- and di-hydrogen phosphate of potassium in 
isotonic strength and at pH 7-4 act intrathecally and on 


posterior roots in the same way as the chloride, producing | 


similar effects. Calcium chloride annuls the action of 
potassium on the posterior roots. 

[There is no reference in this paper to the work 
published by Barry and Loughnan (Jrish J. med. Sci., 
1941, p. 81). They showed that potassium salts injected 
into the fourth ventricle caused great hypertension and 
respiratory changes in dogs.] D. T. Barry 
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Pharmacology and Therapeutics 


1116. The Effects of Analeptics on the Fatigued Subject 

D. P. CuTHBERTSON and J. A. C. KNox. Journal of 
Physiology {J. Physiol.) 106, 42-58, March 15, 1947. 
15 figs., 19 refs. 


This investigation of the physiology of “* benzedrine ” 
(amphetamine) and of “ methedrine” (N-methyl-f- 
phenylisopropylamine hydrochloride) was undertaken 
during the War, when “ energy tablets ” were extensively 
used, and provides data of clinical interest in, view of the 
widespread therapeutic use of these drugs in psychiatry 
and general medicine. Methedrine is less active weight 
for weight than amphetamine (15 mg. methedrine 
=10 mg. amphetamine). Oral administration of a 
single dose of this order improved performance and 
increased the subject’s capacity to make a sustained 
effort, measured directly by ergometry. If deterioration 
from fatigue had set in the drugs produced an improve- 
ment after a latent period of from 4 to 14 hours. There 
was usually a feeling of well-being, as well as objective 
improvement in the level of work done. No definite 
decrease in reaction time was noted in three subjects 
studied by means of a “driving” test. Significant 
change in the cardiac tolerance was not observed, and 
doses of less than 20 mg. amphetamine caused no 
appreciable rise in systolic blood pressure, though they 
tended to arrest the fall due to fatigue. Three of 
8 subjects showed some pupillary dilatation. Doses of 
over 20 mg. of methedrine produced talkativeness and 
diminished power of concentration, and 6 of 8 subjects 
experienced definite euphoria. One subject, who 
exhibited a considerable fall in blood pressure 90 minutes 
after the test dose, became drowsy. In others there 
were jumpiness, intolerance of noise, anorexia, and 
insomnia; these symptoms tended to recur on the follow- 
ing day as soon as the patients began to move about, 
and persisted for over 24 hours. 

The authors emphasize the need for a test dose to 
ascertain individual tolerance, a caution which is even 
more necessary in dealing with pathological states. 
In most of their subjects 20 mg. was a definite overdose, 
although the tolerance of many patients—such as narco- 
leptics—is, of course, much higher. 

[The result of this investigation is in general accord 
with the previous investigations of other workers (re- 
viewed by Bett, Postgrad. med. J., 1946, 23, 205). It 
is perhaps legitimate to enter a plea for the correct 
pharmacopoeial designation of amphetamine in future 
Studies, “* benzedrine ” being a proprietary name.] 

Alex. Comfort 


1117. The Affinity of Atropine-like Esters for Esterases 
H. Biascuxo, T. C. Cuou, and I. Waspa. British 
Journal of Pharmacology and Chemotherapy [Brit. J. 
Pharmacol.] 2, 108-115, June, 1947. 16 refs. 


1118. First Clinical Experiences with Dihydroergot- 
amine (DHE 45). (Erste klinische Erfahrungen mit 
Dihydroergotamin (DHE 45)) 

J. P. Imretp. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 76, 1263-1266, Dec. 7, 
1946. 19 refs. 


Experimental and clinical observations have shown that 
dihydroergotamine is a very efficient and well tolerated 
sympathicolytic. Clinical observations were made on 
64 cases (19 cases of Raynaud’s disease). Serious com- 
plications were not seen, and the secondary effects 
consisted only of faintness, trembling, and nausea, which 
quickly disappeared when the dose was reduced. After 
subcutaneous injection of 1 or 2 mg. or intravenous 
injection of 1 mg. the blood pressure is hardly affected. 
It seldom falls and is quite often increased. The pulse 
is slowed and the pupil reacts only slightly. Dihydro- 
ergotamine, either parenterally or orally, has a more 
powerful and longer effect on the peripheral circulation 
than acetylcholine, histamine, or the placing of the hands 
in warm water. The hyperaemia produced is as intense 
as that caused by a local anaesthetic block with procaine. 
Good therapeutic results were obtained in such vascular 
affections as Raynaud’s disease and other conditions 
with a spastic sympathicotonic basis. R. Wien 


1119. Dihydroergotamine (DHE 45) as a Sympathico- 
lytic Drug in Medicine. (Dihydroergotamin: (DHE 45) 
als Sympathicolyticum in der inneren Medizin) 

O. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 76, 1259-1263, Dec. 7, 
1946. 6 figs., 30 refs. 


As a result of observations on over 200 patients it is 
concluded that dihydroergotamine is an excellent and 
useful drug with a purely sympathicolytic effect, acting 
both peripherally and centrally. It has no secondary 
action on the vessels (ergotism) or on the uterus. Some 
side-effects, such as headache and nausea, are occasionally 
produced when the intravenous dose exceeds 0-5 mg. 
Dihydroergotamine (DHE 45) often causes an improve- 
ment in the coronary flow, thus alleviating the symptoms 
of angina pectoris, but in a few cases there may be a 
deleterious effect. The mechanism of this action on 
the coronary supply is not clearly understood. Because 
of its effect on the coronary vascular system it is advisable 
to give dihydroergotamine at first only in small doses 
(maximum 0-25 mg.) intravenously; it may however be 
administered orally. In some young patients with 
high blood pressure an intravenous injection of 0-5 mg. 
together with oral administration reduces the blood 
pressure to normal. 

In over 40 patients with migraine and angiospastic 
headache DHE 45 intravenously in a dose of 0-25 to 
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366 PHARMACOLOGY AND THERAPEUTICS 


0-5 mg. promptly relieved the attacks, and oral ad- 
ministration of 20 drops three times daily prevented 
a recurrence. Of 11 patients with herpes zoster, 8 
responded very rapidly to a daily intravenous injection 
of 0-5 mg. The troublesome pain disappeared and the 
healing of the skin eruptions was hastened. The drug 
was also effective in 1 case of herpes labialis and 1 case 
of herpes genitalis. Two out of 3 refractory cases were 
possibly secondary to lymphogranuloma. There was 
improvement, too, in some cases of ulceration of the 
stomach and hyperostosis frontalis interna after ad- 
ministration of DHE 45. R. Wien 


1120. Oxidation of Adrenaline in Alkaline Solution 

G. B. West. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.] 2, 121-130, June, 
1947. 7 figs., 12 refs. 


ANTIBIOTICS 


1121. A Quantitative Method of Estimating the Neutral- 
izing Power of Cultures of Antagonistic Organisms. (Sur 
une méthode d’évaluation des propriétés antidotiques des 
filtrats de culture de germes antagonistes) ; 

G. Ramon and R. RicHou. Comptes Rendus des 
Séances de l’ Académie des Sciences [C.R. Acad. Sci., 
Paris] 224, 509-511, Feb. 24, 1947. 5 refs. 


In previous communications, the writers, working at 
the Pasteur Institute in Paris, have noted that, in addition 
to their antibiotic action on bacteria, filtrates of Peni- 
cillium notatum, Actinomyces griseus, and Bacillus 
subtilis have the power of neutralizing the haemolytic 
action of the toxins produced by staphylococci, tetanus, 
and diphtheria bacilli. This has been termed the “ anti- 
dotic’’ power. A quantitative method is now described 
of estimating the antidotic power by determining the 
smallest amount of filtrate capable of destroying 100 
haemolytic doses of staphylococcal toxin when toxin 
and filtrate are incubated at 37°C. for 6 hours. The 
freshly drawn red cells of the rabbit serve as indicators. 
The antidotic activity does not necessarily correspond 
with the antibiotic titre of the same filtrate. 

G. M. Findlay 


1122. The Assay of Antibiotic Mixtures 
F. J. Rupert, B. A. KENNER, and M. J. Fotrer. Journal 
of Bacteriology \J. Bact.| 53, 57-60, Jan., 1947. 3 refs. 


The assays of the antibiotics were made in general on 
nutrient agar by the filter paper disk method. The 
mixtures studied were: penicillin-streptomycin, glio- 
toxin-streptomycin, and gliotoxin-penicillin. For glio- 
toxin and streptomycin Bacillus subtilis was employed as 
the test organism, and for the penicillin assays Staphylo- 
coccus aureus. After incubation the zones of inhibition 
were determined in the usual manner, and the quantities 
of each antibiotic were calculated by reference to a 
standard curve. In assay of the gliotoxin-streptomycin 
mixtures treatment with potassium periodate destroyed 
the streptomycin but left the gliotoxin unaffected. The 


streptomycin was assayed by extraction of the gliotoxin 
with chloroform, the streptomycin being quantitatively 
retained in the aqueous phase. In gliotoxin-penicillin 
mixtures the penicillin was inactivated by the addition of 
penicillinase; the penicillin could be assayed in the 
mixture by chloroform extraction of a buffered solution, 
In streptomycin-penicillin mixtures the streptomycin 
could be assayed after destruction of the penicillin with 
penicillinase, and the penicillin could be assayed in the 
presence of as much as 10 parts of streptomycin by the 
use of Staphylococcus aureus. R. Wien 


1123. Catalytic Oxidation of Ascorbic Acid in Aqueous 
Solution in Presence of Moulds. (L’oxydation catalytique 
de l’acide ascorbique en solution aqueuse en présence de 
moisissures) 

A. MiRMANOFF and L. SiEFFERT. Schweizerische 
Apotheker-Zeitung [Schweiz. Apothztg| 85, 33-34, 
Jan. 18, 1947. 1 ref. 


Cultures of Penicillium expansum, P. glaucum, Asper- 
gillus niger, and a mould of the genus Torulopsis all 
produce a soluble filterable substance which inactivates 
the catalytic oxidation of ascorbic acid in aqueous solu- 
tion. G. M. Findlay 


1124. Penicillin Assay Techniques: A Comparative 
Study 

R. E. DoLkart, F. L. Dey, and G. X. SCHWEMLEIN. 
Journal of Bacteriology (J. Bact.] 53, 17-24, Jan., 1947. 
14 refs. 


For the assay of penicillin in blood the methods com- | 


monly used are: (a) a method based on the haemolysis 
of erythrocytes by a standard strain of group A haemo- 
lytic streptococcus, and (b) a method in which Bacillus 
subtilis is employed as the test organism. With blood 
samples from over 150 patients receiving various doses 
of penicillin 39 assays were performed, both the Strepto- 
coccus pyogenes and Bacillus subtilis types of assay being 
used. The results averaged 53% lower with Strepto- 
coccus pyogenes as the test organism. The sensitivity 
of both organisms in serum was 0-026-+-0-001 units and 
0-015+0-002 units respectively. In saline broth and 
serum broth the sensitivity of Streptococcus pyogenes 
differed widely, whereas the sensitivity of Bacillus 
subtilis was essentially the same. For the former 
organism it was essential that the penicillin should be 


‘made up in normal human serum. Since both methods 


employ serial dilutions considerable errors may be 
involved in the difference of one tube reading. R. Wien 


1125. A Comparative Study of Penicillins X and G and 
Crystalline Penicillin G 

G. ROTMAN-KAVKA, H. L. Hirsu, and H. F. DOWLING. 
New England Journal of Medicine [New Engl. J. Med. 
236, 314-318, Feb. 27, 1947. 3 figs., 13 refs. 


A study was made of commercial penicillin (containing 
at least 90% penicillin G), crystalline penicillin G, and 
penicillin containing 75 to 95% of X. When injected 
intramuscularly into man, penicillin X produces higher 
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and more sustained blood concentrations than crystalline 
G or commercial penicillin, the two latter being approxi- 
mately similar in this respect. About 50% of the bacterial 
strains tested in vitro are more sensitive to X than to G, 
and the other 50% are equally sensitive to both types or 
more sensitive toG. Except in a few cases the differences 
are not great when the preparations are compared on a 
weight basis. The therapeutic effects of X were examined 
on 80 miscellaneous cases, and those of commercial 
penicillin on a greater number of similar cases. The 
therapeutic effect of the two fractions was approximately 
the same, although cases have been reported in which X 
cured a patient suffering from bacterial endocarditis after 
G had failed to control the infection. Toxic reactions 
were few and were independent of the type of penicillin 
used. In the practical treatment of penicillin-sensitive 
infections there is no obvious clinical difference between 
the effectiveness of penicillin X and penicillin G. 
F. Hawking 


1126. Studies on the Action of Penicillin on Some Rod- 
shaped, Penicillinase-producing Bacteria. [In English] 
K. R. Eriksen. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 23, 489-497, 
1946. 5 figs., 10 refs. 


1127. The Effect of Certain Mineral Elements on the 
Production of Penicillin in Shake Flasks 

H. Korrcer, S. G. KNIGHT, and W. C. Frazier. Journal 
of Bacteriology [J. Bact.] 53, 115-123, Jan., 1947. 15 
refs. 


The increase in penicillin yields by Penicillium chryso- 
genum obtained by the addition of corn steep ash to 
certain synthetic basal media is actually due to the iron 
and phosphates in the ash. Since media low in iron never 
gave high penicillin yields, iron can be regarded as the 
most indispensable constituent of corn steep ash. To 
obtain maximum production, however, the addition of 
both iron and soluble phosphates was necessary. The 
presence of copper (greater than 2 parts per million) 
in the basal medium completely prevented the accumu- 
lation of penicillin. The addition of only 1 part per 
million of iron offset the effect of copper. The authors, 
who write from the University of Wisconsin, state that 
this observation may be of practical importance in- 
dustrially, since corn steeps with unusually high contents 
of copper might be improved by supplements of iron. 
The function of iron and phosphate in the production 
of penicillin is unknown. These elements may either 
affect the formation or the stability of penicillin. Many 
enzymes carry iron in their prosthetic groups, and such 
enzymes may be involved in the biosynthesis of peni- 
cillin. R. Wien 


1128. Penicillin Ointments. A Study of the Effect of 
Ointment Ingredients on the Stability of Penicillin 

T. J. Macek, W. C. GAKENHEIMER, and P. J. DAUGHEN- 
BAUGH. Journal of Investigative Dermatology [J. invest. 
Derm.] 8, 209-214, April, 1947. 17 refs. 


1129. Estimation of Penicillin in Serum. Use of Glucose, 
Phenol Red, and Serum Water 

A. FLEMING and C. SmitH. Lancet [Lancet] 1, 401-402, 
March 29, 1947. 5 refs. 


A micro-method is described for the estimation of 
penicillin in serum; it is a modification. of previous 
methods described by Fleming and by Fielding. 
The medium used consists of serum (human, horse, 


sheep, or ox) 2 ml., 10% glucose solution 2 ml., water 


6 ml., and phenol red, saturated solution, 0:25 ml. 
This can be sterilized either by steaming in bulk or by 
boiling for a few minutes. A suitable quantity of the 
medium is inoculated with the test organism (5 ml. of a 
24-hour broth culture to 1 ml. medium); the authors 
use a haemolytic streptococcus, which produces acid 
more quickly than staphylococcus which can also be 
used. Serial dilutions of the serum to be tested (25-ml. 
volumes) are made in the inoculated medium on the sur- 
face of a paraffined slide. Glass capillaries made from 
soda glass, not from hard glass, are taken, and each of 
the drops is touched with the end of a capillary tube 
so that the fluid runs into it. The tube is sealed (this 
can be omitted) and placed horizontally on a “ plasti- 
cine ’’-covered slide and incubated. Tubes in which the 
streptococci have grown are bright yellow and show a 
heavy precipitate; tubes in which growth has been 
prevented by penicillin are red or red-violet. The test 
can also be used as a macro-method in small test- 
tubes. The authors have found this method rapid and 
convenient; they discuss the reasons for adopting this 
procedure and the modifications which are permissible. 

[Presumably the number of units of penicillin present is 
read by comparison with a standard set of tubes con- 
taining known concentrations of penicillin.] 

F. Hawking 


1130. Stabilisation of Penicillin Solutions with Sodium 
Citrate 

L. HAHN. Lancet [Lancet] 1, 408-410, March 29, 1947. 
1 fig., 2 refs. 


' By means of experiments in the U.N.R.R.A. Glyn 
Hughes Hospital, Belsen, with the agar-cup method 
applied to Petri dishes spread with Staph. aureus it is 
shown that sodium chloride 0-9%, containing sodium’ 
citrate in concentrations of M/1 to M/100, stabilizes 
sodium penicillin solutions at 100° C. and at room 
temperature when mixed with them in the proportion 
of 1:4. If the original solution containing 4 units per 
ml. produces an inhibition ring of 19 mm. diameter, a 
solution heated to 100° C. for 15 minutes produced a 
ring of 18 mm., and after heating for 1 hour it produced 
a ring of i6 mm. Ampoules containing the penicillin- 
citrate-sodium chloride mixture could be boiled (to 
sterilize) for 10 minutes and then kept for 23 days at 
room temperature without much loss of activity. The 
optimal concentration of citrate is probably about 
M/300 to M/400. The stabilizing action of citrate and 
sodium chloride is greater than that of phosphate. 
Citrate with sodium chloride is more effective than citrate 
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1131. Maintenance of Penicillin Blood Levels after a 
Single Intramuscular Injection of Penicillin in Various 
Oils 

A. B. CANNON, K. Linpstrom, and A. G. OsPEcK. 
Science [Science] 104, 414-415, Nov. 1, 1946. 4 refs. 


In a study. to determine the most satisfactory diluent 
for penicillin to maintain a blood level of 0-1 unit per 
ml. over 24 hours, various vehicles were tested, including 
a commercial peanut oil—beeswax suspension and oils 
with differing melting-points. 

Thirty-six ambulatory patients (34 syphilitics) received 
254 intramuscular injections of penicillin each containing 
from 300,000 to 2,000,000 units in a concentration of 
300,000 units per ml. in oil. The streptococcal inhibiting 
factor (Elias, Science, 1945, 102, 223) was shown to be 
absent in 10 of the cases tested. Cognizance must be 
taken of the observations by various workers, including 
the authors, that the penicillin blood levels vary in the 
individuals of an experimental group receiving the same 
dosage over the same intervals. The therapeutic efficacy 
of various types of injection is properly assessed from 
the blood concentration they produce and from the 
prolongation of effect. These factors were observed to 
be maximal after intramuscular administration of 
300,000 or 1,000,000 units in either hydrogenated cotton- 
seed oil (m.p. 40° C.) or a beeswax—peanut-oil mixture. 
The former vehicle containing the smaller dose afforded 
a 0-1 unit per ml. level for at least 6 hours in 80% of 
cases. This level was found in only about 16% at the 
end of a further 6 hours, by which time subjects receiving 
the same dose in a beeswax—peanut-oil mixture entirely 
failed to maintain the standard bacteriostatic level. With 
a dose of 1,000,000 both vehicles provided a level of 
0-1 unit per ml. after 24 hours in about 40% of cases and 
maintained relatively higher levels after 6 and 12 hours. 

While results with these preparations are similar, an 
advantage appears to rest with the hydrogenated cotton- 
seed oil, probably because its physical properties permit 
more rapid melting under a hot-water tap, a prolonged 
fluid phase, and less viscosity. Records of long follow-up 
periods tend to show that with either preparation the 
results of daily treatment in syphilis are encouraging. 
Of 19 primary and secondary serum-positive cases, 
6 became negative in about 60 days. Investigation with 
various oily diluents indicates that peanut oil with 48% 
beeswax and hydrogenated cotton-seed oil (m.p. 40° C.) 
provide the best prolongation of absorption; increased 
dosage of penicillin per injection increases its blood level 
and its retention time; 1,500,000 units of finely ground 
penicillin (calcium) in hydrogenated cottonseed-oil 
suspension probably maintains a 24-hour bacteriostatic 
level in the blood of 0-1 units per ml. in a majority of 
cases. Arthur A. Bradley 


1132. A Simple Rapid Method for Assay of Bactericidal 
and Bacteriostatic Agents with Technics for Assay of 
Penicillin, Streptomycin, Neoarsphenamine, Mapharsen 
and Other Trivalent Organic Arsenicals 

E. E. OsGoop and S. M. GRAHAM. American Journal of 
Clinical Pathology {Amer. J. clin. Path.| ¥7, 93-107, 
Feb., 1947. 4 figs., 31 refs. 


1133. Some Factors that Modify the Effect of Trisodium 
Citrate on the Absorption of Oral Penicillin 

R. H. Brou-KAHN and R. F. PEepRICK. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 212, 
691-696, Dec., 1946. 13 refs. 


The influence of the size of the dose, its relation to 
meal time and the effect of trisodium citrate on the absorp- 
tion of oral penicillin were investigated in a series of 
normal adult subjects. Appreciable absorption of cal- 
cium penicillin occurred in fasting subjects given a dose 
of 100,000 units but not with a dose of 50,000 units. 
Neither dose resulted in appreciable absorption when 
given 1 hour after breakfast. In fasting subjects, the 
addition of trisodium citrate to calcium penicillin 
markedly increased the absorption of 50,000 units but 
the effect on the absorption of 100,000 units was less 
pronounced. In subjects given calcium penicillin | hour 
after breakfast, the addition of trisodium citrate markedly 
increased the absorption of both 50,000 and 100,000 
units. Although the various factors influenced the total 
quantity of penicillin absorbed, they did not appear to 
affect the rate of excretion from the body. 

Statements concerning the effect of antacids on the 
absorption of oral penicillin should be qualified by 
consideration of the dose and its relation to eating. 
It is concluded that the effect of trisodium citrate and of 
eating becomes less pronounced with progressive in- 
crease in the size of the dose and that the maximum 
advantage of the inclusion of trisodium citrate in a dose 
of oral penicillin is observed after administration of 
smaller doses.—[Authors’ summary.] 


1134. Oral Administration of Penicillin. Its Use in 
One Hundred and Fifty Cases 

S. Ross, F. G. Burke, and S. OLANSky. New England 
Journal of Medicine [New Engl. J. Med.| 236, 817-820, 
May 29, 1947. 9 refs. 


1135. The Action of Penicillin on the Carbohydrate 
Metabolism of Clostridium sporogenes. (Action de la 
pénicilline sur le métabolisme glucidique de Clostridium 
sporogenes) 

F. Gros and M. Macueseur. Comptes Rendus 
Hebdomadaires des Séances de l’ Académie des Sciences 
[C.R. Acad. Sci., Paris] 224, 858-860, March 17, 1947. 
3 refs. 


Penicillin does not interfere with the hydrolysis of 
glycerophosphoric acid by- Clostridium sporogenes, nor 
does it inhibit the formation of phosphoric esters in the 
presence of glucose, phosphate, or adenylpyrophosphate. 
Penicillin, however, does inhibit the action of Cl. sporo- 
genes on adenosine triphosphoric acid. G. M. Findlay 


1136. Induced Resistance to Penicillin in Pneumococci 
and Streptococci. [In English] 

K. R. Eriksen. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.} 23, 498-511, 
1946. 1 fig., 7 refs. 


1137. Use of a Tourniquet to Prolong the Effect of 
Penicillin 

E. CARLINFANTI and F. Morra. Lancet [Lancet] 1, 
521-522, April 19, 1947. 4 figs. 


The rate of absorption of penicillin injected subcutane- 
ously into thigh or arm can be considerably slowed 
by exerting light pressure with a rubber tourniquet proxi- 
.mal to the site of injection. Results comparable to 
those obtained with oil-beeswax preparations can thus 
be achieved. The penicillin concentrations in the blood 
_were estimated by the capillary-tube method of Fleming 
and by another method devised in St. Mary’s Hospital, 
London, with phenol-red as an indicator of the growth 
of staphylococci. Trials showed that the tourniquet 
should be applied for times varying from 1 hour after 
injections of 10,000 units to 5 hours after 100,000 units. 
With this method of administration the number of 
injections can be reduced to three of 75,000 units in 24 
hours or to five of 100,000 units in 48 hours without: 
letting the penicillin level fall below the lowest effective 
one. Geoffrey McComas 


1138. The Inhibitory Effect of Caronamide on the Renal 
Elimination of Penicillin 

K. H. Beyer, A. K. MiLcer, H. F. Russo, E. A. Patcn, 
and W. F. Verwey. American Journal of Physiology 
[Amer. J. Physiol.] 149, 355-368, May 1, 1947. 2 figs., 
17 refs. 


This paper deals with research on the inhibitory effects 
of caronamide (4’-carboxyphenylmethanesulphonanilide) 
on the renal elimination of penicillin. The renal tubules 
excrete 80% of penicillin; the remaining 20% is excreted 
by glomerular filtration. Caronamide, in adequate 
doses, can totally inhibit tubular excretion. It is 
interesting to note that though caronamide is structurally 
similar to penicillin G its inhibitory effects are also 
marked with other penicillins. When tubular excretion 
of penicillin is blocked, the antibiotic is eliminated only 
by glomerular filtration and the glomerular penicillin 
clearance approximates to or is below the value of 
glomerular creatinine clearance. 

The authors have performed experiments on dogs with 
varying doses of caronamide; 30 mg. per kilo per hour 
gives a drug concentration in plasma of 10 mg. per 
100 ml., and a maintenance dose of 7:5 mg. per kilo per 
hour should yield a plasma concentration of about 2 to 
3 mg. per 100 ml. The amount of renal inhibition 
depends on the magnitude of the dose of caronamide. 
It has been shown experimentally that caronamide 
inhibits the excretion of all 4 types of penicillin: F, 
G, X, and K. Orally administered caronamide in 
doses of 50 mg. per kilo had a marked inhibitory effect 
on tubular excretion of penicillin in the dog, the effect 
lasting 4 hours. By intravenous infusion of caronamide 
tubular excretion of sodium penicillin was also inhibited 
with a threefold rise in the plasma penicillin level. 
Oral administration of penicillin together with caron- 
amide produced a similar increase in the plasma penicillin 
concentration in the experimental animal. This action 
is reversible, and there is no cumulative effect of the drug; 
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urinary excretion of penicillin returns to normal after 
the drug is stopped. The efficacy of caronamide has 
been substantiated clinically in pneumococcal and 
typhoid infections in mice. A. I. Suchecki 


1139. Some Problems in the Titration of Streptomycin 
J. R. May, A. E. Voureka, and A. FLeminc. British 
Medical Journal [Brit. med. J.] 1, 627-630, May 10, 
1947. 1 fig., 1 ref. . 


Difficulties involved in the titration of streptomycin 
in human serum have been investigated. A sample of 
streptomycin hydrochloride was used as the standard, 
and the test organisms were Streptococcus pyogenes, 
Staphylococcus, Corynebacterium diphtheriae, Bacterium 
coli (haemolytic), Klebsiella 41, and Friedldinder 3. The 
end-point was largely influenced by the culture medium 
used, the lowest readings being obtained in digest 
broth. Glucose-phenol-red-serum gave the highest 
readings, while with inactivated defibrinated human 
blood they were higher than with broth. Dilution of 
the culture media confirmed the importance of the salt - 
content, while the size of the inoculum also changed the 
end-points, which may become very irregular with very 
small inocula. An inoculum of 10 c.mm. of a 24-hour 
broth culture was therefore used for each 1 ml. of culture 
medium. With some test organisms a higher concentra- 
tion of streptomycin was required anaerobically to 
inhibit growth completely. Incubation in open capillary 
tubes, 10 cm. long and approximately 1 mm. diameter, 
gave the most accurate readings. It is pointed out 
that in any consideration of the amount of streptomycin 
necessary to inhibit growth of different bacteria, the 
nature of the culture media must be taken into account. 

Examination of the distribution of streptomycin in 
the blood showed that after 1 hour the bulk of it re- 
mained in the serum, while after 6 hours it was equally 
distributed between the serum and corpuscles. A method - 
of titrating streptomycin in blood serum is described. 
The culture medium consists of serum 1 part and distilled 
water 4 parts boiled or steamed with 1% glucose and 
coloured with phenol red. One ml. is inoculated with 
10 c.mm. of a 24-hour broth culture of the test organism, 
a staphylococcus of a strain not inhibited by human 
serum. Serial dilutions are made in normal saline and to 
each of the dilutions is added an equal volume of the 
infected medium (0-025 mil. in capillary tubes). A 
simultaneous comparison is necessary with a control 
titration of a known concentration of streptomycin 
(1 in 10°) in human serum. 

The authors draw attention to an error inherent in 
the method of serial dilutions by capillary tubes. 

_ G. F. Somers 


1140. Grisein, a New Antibiotic Produced by a Strain of 
Streptomyces griseus 

D. M. Reynotps, A. ScHATz, and S. A. WAKSMAN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. — 64, 50-54, Jan., 1947. 
1 fig., 6 refs. 
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1141. Actinomycetin 
M. Wetscu. Journal of Bacteriology [J. Bact.) 53, 
101-102, Jan., 1947. 7 refs. 


A survey of the bacteriolytic properties of a large series 
of actinomycetes showed that about 20° of the strains 
examined gave a filtrate capable of lysing, at least partly, 
suspensions of Staphylococcus aureus. Such active 
filtrates have been called actinomycetin. Since, however, 
actinomycetin is a crude filtrate, it cannot be stated that 
it is an antibiotic, but rather that it contains one or more 
antibiotic agents. In culture media containing “ difco ” 
tryptone and 10% starch or dextrin the actinomycetin- 
producing strain “* G ” Streptomyces albus, after incuba- 
tion at 25° C. for 3 weeks, gives a filtrate which causes the 
lysis of living Staph. aureus, Corynebacterium diphtheriae, 
Bacillus megatherium, and Streptococcus pyogenes. 

R. Wien 


SULPHONAMIDES 


1142. Influence of Vitamins on Experimental Sulphon- 
amide Therapy. (Influenza delle vitamine sulla sulfamido- 
terapia sperimentale) 

A. Cestari. Ricerca Scientifica e Ricostruzione (Ric. 
sci. Ricostruz.] 17, 45-47, Jan., 1947. 14 refs. 


The author, working in the Centro di Studio per la 
Chemioterapia, Padua, reviews the relationship between 
vitamins and the administration of sulphonamides. 
Mice infected with a haemolytic streptococcus were 
given sulphathiazole in doses of 0-2, 1, and 2 g. per 
kilo body weight either alone or with the addition of 
vitamins A, C, K, P, and of members of the B complex. 
No striking alterations were seen in the incidence of 
deaths or in the times at which they occurred. It is 
suggested that the good results which, so it is claimed, 
have been seen after the administration of vitamins in 
patients suffering from the toxic results of sulphonamide 
therapy are due to the correction of hypovitaminoses, 
the sulphonamides acting possibly as anti-vitamins. 

G. M. Findlay 


1143. The Antagonism of Sulphonamide Inhibition of 
Certain Lactobacilli and Enterococci by Pteroylglutamic 
Acid and Related Compounds 

J. O. LAMPEN and M. J. Jones. Journal of Biological 
Chemistry [J. biol. Chem.] 166, 434-447, Dec., 1946. 
17 refs. 


Several lines of evidence suggest an interaction between 
folic acid (Lactobacillus casei factor, also known as pteroic 
acid derivatives) and the sulphonamides in bacterial 
metabolism. Tepley, Axelrod, and Elvehjem (J. 
Pharmacol., 1943, 77, 207) found that the inhibition of 
Lactobacillus arabinosus by sulphapyridine was reversed 
by a factor in liver extract which resembled folic acid; 
Miller (Proc. Soc. exp. Biol., N. Y., 1944, 57, 151) similarly 
showed that the synthesis of folic acid by Bacterium coli is 
inhibited by sulphanilamide. Angier et al. (Science, 
1946, 103, 667) found that para-aminobenzoic acid 
occurs in the pteroic acid molecule: p-aminobenzoic 
acid is known to antagonize sulphonamides competi- 


tively. The authors now show that the inhibitory action 
of the sulphonamides on the growth of Staphylococcus 
aureus, Streptococcus pneumoniae, and Bact. coli is not 
antagonized by pteroylglutamic acid, since none of these 
organisms required preformed pteroylglutamic acid. 
The inhibition of Strep. faecalis (Ralston) by sulphon- 
amides is, however, neutralized by pteroylglutamic acid, 
pteroyltriglutamic acid, and thymine. Strep. faecalis 
(Ralston) apparently synthesizes its own requirements 
of pteroylglutamic acid at a suboptimal rate. It has also 
been possible to demonstrate non-competitive sulphon- 
amide antagonism by pteroic acid derivatives or thymine 
with Lactobacillus arabinosus. \t is concluded that 
sulphonamides inhibit the growth of enterococci because 
they interfere with synthesis of pteroylglutamic acid by 
way of p-aminobenzoic acid. G. M. Findlay 


1144. Sensitization by Topical Application of Sulfon- 
amides 

M. B. SuLzperGer, A. KANor, R. L. Baer, and C. 
LOWENBERG. Journal of Allergy [J. Allergy] 18, 92-103, 
March, 1947. 21 refs. 


Third-degree burns 1 cm. in diameter were produced 
by the Henriquez-Moritz burn apparatus (Harvard 
University) on both forearms of 254 male volunteers. 
After acid débridement to remove the slough, the burns 
were treated in four groups, each group receiving daily 
dressings of one of four different sulphonamide creams. 
Each preparation contained 5% sulphonamide in a 
standard water-miscible base, and 8 ml. was used at 
each application. Many of the men volunteered for a 
second and a third time and the same sulphonamide was 
then applied for all courses of treatment. 

The frequency and the intensity of sulphonamide 
dermatitis were greater with sodium sulphadiazine and 
sulphanilamide than with sulphathiazole and sulpha- 
diazine. The figures for the frequency were: with 
sodium sulphadiazine, 57% (49 subjects); sulphanil- 
amide, 22% (of 54); sulphathiazole, 7% (of 72); sulpha- 
diazine, 5% (of 79). Except in the series treated with 
sodium sulphadiazine, there was no relation between the 
incidence of the dermatitis and the number of applica- 
tions of the cream. Patients with the most severe injury 
to the skin, produced during débridement, showed the 
greatest tendency to sensitization. There was no correla- 
tion between a history of previous systemic exposure to 
sulphonamide drugs and the occurrence of dermatitis. 
A second course given to 13 men who had had dermatitis 
with the first course resulted in a recurrence of the 
dermatitis in each case. Patch tests were made (on the 
back) before and after treatment in all cases and were 
positive in 31% of 49 men who developed dermatitis. 
In all the men who had severe dermatitis the patch test 
was positive. All except 10% showed some degree of 
cross-reaction to related sulphonamide compounds. 
Sodium sulphadiazine caused little cross-sensitization, 
while sulphanilamide caused a good deal of cross- 
sensitization. Eight men gave a positive patch test 
although they had not developed dermatitis. 

Four groups of men were each given 6 g. of sulpha- 
diazine (3 g. and-then 1 g. 3-hourly). In group I— 
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12 men who had had dermatitis—8 (66%) developed a 
rash or pruritus, and one had general symptoms also. 


In Group II—31 men who had not had dermatitis in the 


previous experiments—none developed a rash, but 
5 (10%) had general symptoms such as headaches, 
dizziness, and chills. In Group II[—of 13 men without 
known previous exposure to any of the sulphonamides— 
there were no reactions. D. A. Williams 


1145. Allergic Reactions during Desensitization to Sul- 
phonamides 

W. J. O'DONOVAN and I. Kiorrayn. Lancet [Lancet] 1, 
139-140, Jan. 25, 1947. 5 refs. 


Reports of allergic cutaneous reactions to sulphon- 
amides have been numerous during the last few years, but 
allergic reactions are not confined to the skin, as agranu- 
locytosis and manifestations in the oropharynx, nose, 
and conjunctivae have also been observed after the intake 
of sulphathiazole and sulphapyridine. A case is reported 
of a young officer with a personal and family history of 
allergy who became sensitized after local application of 
sulphapyridine powder for 3 weeks to a gunshot wound 
on his left hand. The patient had had asthma up to the 
age of 16 and hay-fever every year in Britain. A wound 
received in Syria in July, 1943, healed but a thsh appeared 
on the hand and spread later to the other hand. It 
cleared in September, 1943, after discontinuation of the 
drug and under local treatment. In October, 1944, he was 
admitted to hospital and treatment with sulphathiazole 
was started for a gonococcal urethritis. This had to be 
discontinued immediately because of oedema and an 
eruption on the upper limbs. Penicillin treatment was 
given instead, and after completion of the treatment he 
was desensitized by the use of sulphapyridine orally, 
starting with a dose of 0-125 g. A number of allergic 
signs occurred during desensitization, and disappeared in 
the following order: (1) tendency to progressive agranulo- 
cytosis, (2) urinary symptoms, (3) inflammation of the 
mucosa of the oropharynx, (4) asthma, and (5) rhinor- 
rhoea. One month and 9 days after the start of the treat- 
ment 1-5 g. of sulphapyridine given as a test caused only 
mild and transient nasal secretion. The diversity of his 
allergic manifestations was probably due to hereditary 
predisposition. Another patient was observed who 
showed no allergic reaction to 7 g. of sulphathiazole per 
day for 4 days given about 1 year after desensitization. 

E. M. Fraenkel 


1146. 3’, 5’-Dibromosulfanilanilide: Toxicity, Absorp- 
tion, and Metabolism 
E. W. McCuesney. Journal of Pharmacology and 
Experimental Therapeutics [J. Pharmacol.] 89, 368-378, 
April, 1947. 23 refs. 


1147. Local Sulphonamide Therapy: General Remarks 
and Test-tube Experiments. (Allgemeine Betrachtungen 
und Reagenzglasversuche zur lokalen Sulfonamid- 
therapie) 

J. Hirscu. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 77, 382-388, March 29, 1947. 
3 figs., 48 refs. 
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1148. Poisoning with a Preparation of Iron, Copper, and 


Manganese 
G. Forses. British Medical Journal [Brit. med. J.) 1, 
367-370, March 22, 1947. 22 refs. 


Two fatal cases of acute poisoning by a proprietary 
preparation of ferrous sulphate (gr. 3; 0-2 g.), copper 
sulphate (gr. ws; 2:5 mg.), and manganese sulphate 
(gr. ws; 2:5 mg.) are described in some detail. Most 
cases of poisoning by iron are due to swallowing the 
tincture of perchloride of iron, and the preparation causing 
fatalities in children in these cases is ordinarily assumed 
to be harmless. Something like 50 tablets appeared to 
have been taken by the first patient (aged 3} years) and 30 
to 35 tablets by the second (aged 1 year). The predomi- 
nating symptoms were gastro-intestinal, with vomiting of 
coffee-ground type, thirst, collapse, prostration, and death 
in 53 and 30 hours respectively after swallowing the 
tablets. Liver necrosis occurred in the first case, and 
there was “cloudy swelling” in the kidneys in both 
cases. The details of these parenchymatous lesions are 
not fully described. 

No specific treatment was undertaken, the irritation 
of the bowel being regarded as due to ferrous chloride 
resulting from the interaction of ferrous sulphate with 
the gastric juices. Experiments with the ingredients 
showed the ferrous salt to have been the principal 
harmful agent—a fact to which Douthwaite drew 
attention in 1931. The quantities of copper (having 
the same acute action) and of manganese (a cumulative 
poison) were trivial and incapable of any material 
adjuvant effect. Keith Simpson 


1149. Tests of 2, 3-Dimercaptopropanol and Related 
Dithiols for Decontamination of Lewisite on Human Skin 


F. Tuomson, J. Savit, and E. Gotpwasser. Journal 


of Pharmacology and Experimental Therapeutics 
Pharmacol.} 89, 1-13, March, 1947. 2 refs. 


This paper describes an interesting investigation of the 
decontaminating action of “‘ BAL” and closely related 
dithiols, carried out in the University of Chicago Toxicity 
Laboratory. Lewisite was applied to the skin of human 
volunteers in amounts sufficient to produce erythema and 
vesication. A micropipette delivering multiples of 
0-05 c.mm. lewisite was employed. The.contaminated 
area was treated with the new dithiol after 40 minutes. 
Adequate controls using BAL or leaving the lewisite 
area untreated were instituted. 

The authors agree with other investigators that the 
vesicant action of small amounts of lewisite can be 
prevented by BAL, and they make the further point 
that BAL is still the most effective decontaminant 
against lewisite. They also show that effectiveness is 
dependent largely upon (1) the dose of lewisite used, - 
(2) the interval between contamination and decon- 
tamination, (3) the concentration of the dithiol in the 
vehicle, and especially (4) the temperature and relative 
humidity of the immediate environment of the test 
subject. Water-soluble derivatives of BAL have some 
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advantages, since they are less toxic and have a less 
objectionable odour, but they are not so effective as 
BAL. The position now is that BAL retains its 
pre-eminence as a treatment for lewisite, not only because 
of its superior local effects, but also because it is effective 
against systemic effects and is a potent agent in the treat- 
ment of eye damage by lewisite. 

{The details of this paper do not lend themselves to a 
summary, but the conclusions are clear enough.] 
G. R. Cameron 


1150. Antitoxic Effect of Calcium on Iron. (Uber die 
entgiftende Wirkung des Calcium gegeniiber Eisen) 

E. ROTHLIN and W. R. ScHALcH. Helvetica Physio- 
logica et Pharmacologica Acta (Helv. physiol. pharmacol. 
Acta] 4, 581-588, 1946. 1 fig., 4 refs. 


The antagonism between calcium and iron, previously 
observed by Starkenstein, could not be proved with 
certainty in rats or rabbits. The calcium and iron salts 
were given by both subcutaneous and intravenous 
administration. In albino mice, however, the toxicity 
of iron salts given intravenously could be neutralized by 
the previous prophylactic intravenous injection of a 
calcium salt. The protective action of calcium gluconate 
was greater than that of calcium chloride. In respect of 
its calcium content, calcium chloride was about two-and- 
a-half times as toxic as calcium gluconate. If equally 
tolerated doses of either calcium ‘salt were given the 
protective action of the gluconate was three-and-a-half 
times better than that of the chloride. Calcium was 
especially effective against the toxic action of ferrous 
chloride and ferrous and ferric gluconate, but was less 
effective against ferric chloride. R. Wien 


1151. Insulin Subshock as a Detoxicant in Acute 
Alcoholic Intoxication 
J. THIMANN and P. PELTASON. 


Studies on Alcohol (Quart. J. Stud. Alcohol] 7, 506-517, 
March, 1947. 1 1 refs. 


Eleven recent papers on the treatment of acute alco- 
holic intoxication and acute alcoholic psychoses by 
insulin accompanied or followed by glucose are briefly 
summarized. The authors report similar treatment of 
120 patients of whom 13 had acute alcoholic psychoses 
and the rest acute intoxication. Nine case records in all 
are given. 

The intoxications responded best to sub-shock doses 
of insulin varying up to 80 units (mostly 50 to 70 units) 
and generally accompanied by 50 to 100 mg. of thiamine, 
both being given intramuscularly. Sleep usually fol- 
lowed, and hypoglycaemia was interrupted after 
45 minutes to 4 hours by about 70 g. of glucose by mouth 
{after which it seems that the patients generally went to 
sleep again]. About 20% developed coma and received 
intravenous glucose. There was sometimes a strong 
reaction to relatively small doses of insulin, and two 
examples are given of coma following 30 units in under- 
nourished males. In about 20% the “ sobering-up 
process required a single repetition of insulin administra- 
tion”. 


paraldehyde or chloral for alcohol. 


Quarterly Journal of” 


The acute alcoholic psychoses—such as delirium 
tremens—responded best to intramuscular administration 
of 10 or 20 units only, given simultaneously with glucose, 
intravenously in the example cited, both repeated if 
necessary. Insulin alone, especially in sub-shock doses, 
was unsatisfactory. Two examples are given of convul- 
sions developing during the hypoglycaemic phase in 
patients with acute psychoses who had had convulsions, 
apparently alcoholic, once or twice before. In most 
cases no sedatives were administered; in no case was 
alcohol or a heavy dose of sedative given. The duration 
of ‘* sobering-up ” was reduced from 2 to 4 days to an 
average of 1 day, sometimes only a few hours. In most 
instances both the patients and the staff thought the 
method better than the conventional one of substituting 
Harry Stalker . 


1152. The Action of Chemical Vesicants on Cholinesterase 
R. H. S. THompson. Journal of Physiology [J. Physiol. 
105, 370-381, Jan. 15, 1947. 1 fig., 30 refs. 


The systemic effects of a number of vesicants used in 
chemical warfare resemble the muscarine-like actions of 
acetylcholine. The author’s experimental findings sug- 
gest that some of the systemic and local effects of these 
vesicants may be due, in part at least, to the inhibition of 
cholinesterase at cholinergic nerve endings, leading to 
an accumulation of acetylcholine. The activity of 
brain cholinesterase was decreased by certain arsenical 
and non-arsenical chemical vesicants. Mustard gas and 
two other nitrogen-containing vesicants diminished 
cholinesterase activity in the skin of rats, and the action 


of the enzyme was also retarded in guinea-pig serum > 


after mustard-gas contamination. When mustard gas 
and dichlorodiethyl-N-methylamine were injected 
into white rats red tears were produced, and a similar 
result was achieved by injection of acetylcholine or 
eserine. The introduction of eserine into skin caused 
erythema and wheal formation, and the role of eserine 
as an inhibitor of cholinesterase seems significant in this 
respect. ~ E. F. McCarthy 


1153. Acute and Chronic Toxicity of Methyl Chloride. 
IV. Histopathologic Observations 

R. C. Dunn and W. W. SmitH. Archives of Pathology 
[Arch. Path., Chicago] 43, 296-300, March, 1947. 10 
refs. 
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1154. Duodenal Ulcer Following Exposure to Carbon 
Tetrachloride: Report of Two Cases 
A. R. Smita. Journal of Industrial Hygiene and Toxi- 


cology [J. industr. Hyg.] 29, 134-135, March, 1947. 
8 refs. 


In cases of poisoning by carbon tetrachloride gastro- 
intestinal symptoms are almost invariably present. 
In the 2 cases here reported (from the New York State 
Department of Labour) duodenal ulcer followed promptly 
on severe exposure to the poison. There had not been 
any previous history of digestive disturbance in either 
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of the subjects. In the first case a man, aged 49, worked 


for 6 weeks in a small room cleaning metal parts by- 
_ dipping them in a 3-gallon tank (13-6 litres) of carbon 


tetrachloride and then spreading them-on a bench to 
dry. He gradually developed general malaise, and 
finally vomited large amounts of blood and collapsed. 
The blood haemoglobin was 73% and 3 days later was 
54%. From x-ray examination a duodenal ulcer was 
diagnosed. In the second case a man, aged 38, worked 
for 2 days in a small room on the purification of a 
substance by stirring the latter with carbon tetrachloride 
in a drum open at the top, and running off the mixture 
into open pails. The drum was cleaned between the 
batches by scraping. After a 12-hour shift the man 
suffered from persistent vomiting, and 8 days later 


‘he developed severe epigastric pain and board-like 


rigidity of the abdomen. An operation revealed a small 
ruptured duodenal ulcer. Several other investigators 
have reported cases of carbon tetrachloride poisoning in 
which peptic ulcer seemed to be present. 

H. M. Vernon 


1155. Toxicity of 2, 4-Dichlorophenoxyacetic Acid for 
Experimental Animals 
E. V. and H. Carusie. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 29, 85-95, 
March, 1947. 6 refs. 


The use of 2, 4-dichlorophenoxyacetic acid and its 
ammonium or sodium salts as herbicides and plant 
hormones has recently been described. The compound 
is prepared commercially by the interaction of chlor- 
acetic acid, 2,4-dichloropheno!l, and aqueous alkali, 
also by direct chlorination of phenoxyacetic acid. It 
can be applied to plants either in aqueous solution or 
dissolved in tributylphosphate diluted with diesel oil. 
Its toxicity is almost unknown, so tests were made 
by administering it orally, parenterally, and by inhalation 
to various animals. The investigators found that it is 
relatively non-toxic. The (50%) lethal dose, expressed 
in mg. per kilo body weight, was 375 for mice, 666 for 
tats, 800 for rabbits, and 1,000 for guinea-pigs, when 
administered orally in aqueous solution. There was 
no apparent difference in the toxicity between crude acid 
and a highly purified preparation, or between the sodium 
and ammonium salts. Monkeys tolerated 428 mg. per 
kilo intraperitoneally, and, assuming that man is no 
more susceptible than rabbit or monkey, it is calculated 
that the largest tolerated dose for a man weighing 75 kg. 
would be 15 g. The experiments on monkeys indicated 
that large doses of the compound act as a gastric irritant, 
causing nausea and vomiting. If similar vomiting 
occurs in man it seems that the possibility of acute 
poisoning is relatively remote. 

Subacute intoxication was produced in dogs by the 
daily administration of 25 mg. per kilo over a 6-day 
period. The liver was damaged and’ leucopenia was 
observed in a few animals. Rats were given 0-1% by 
weight of the substance in their diet for a period of a 
month without harmful effects, and guinea-pigs tolerated 
1 g. of the compound in divided doses of 100 mg. over a 
period of 12 days. H. M. Vernon 


1156. Quinone Vapors and their Harmful Effects. I. 
Corneal and Conjunctival Injury 

J. H. Srerner, F. L. OGiespy, and B. ANDERSON. 
Journal of Industrial Hygiene and Toxicology [J. industr. 
Hyg.] 29, 60-73, March, 1947. 7 figs., 5 refs. 


This paper summarizes the clinical findings in about 
50 cases of eye injury occurring in workmen exposed to 
quinone vapour and hydroquinone dust. Hydroquinone 
is used as a photographic developer, a dye intermediate, © 
and in various chemical syntheses. It is made by the 
oxidation of aniline to quinone (Cg,H,O,), and the reduc- 
tion of the latter to hydroquinone (C,H,(OH),). A 
good deal of the industtial manufacture is carried on in 
closed vessels, but there are leakages at numerous 
points. The oxidation-reduction system of hydro- 
quinone—equinone is a relatively labile one, and both 
products are present in the workrooms, causing con- 
tinued eye irritation, as shown by conjunctivitis, photo- 
phobia, moderate lacrimation, and a burning sensation. 
Injury to the eyes, involving conjunctival staining and 
corneal staining and opacities, has been previously 
reported by several investigators. In the present 
observations the corneal injury was found to be of two 
types: (1) a diffuse greenish-brown stain chiefly in the 
superficial layers of the cornea and confined to the inter- 
palpebral fissure; (2) greyish-white opacities, varying in 
size and shape from very fine, translucent, and highly 
refractile dots to larger, confluent, and branching flecks. 
The opacities may be found throughout the substantia 
propria and may involve the deeper Descemet’s mem- 
brane. The conjunctival lesion is a pigmentation in the 
interpalpebral fissure, varying from a slight diffuse 
brownish tinge to a dense brownish black. The pig- 
ment deposit occurs in the form of spheres, some of which 
are quite large, and is most marked in the older patients 
of long employment. Some of the characteristic lesions 
are well illustrated by the coloured plates accompanying 
the paper. 

Repeated measurements of visual acuity were made on 
all the employees. In a few cases there was an appre- 
ciable loss of acuity, due especially to acute corneal 
irritation. As this subsided, vision improved, but it is 
doubtful if there would be much improvement in cases 
where the defect was due to the greyish-white intra- 
corneal opacities. Numerous blood counts and estima- 
tions of haemoglobin, sedimentation rate, and icterus 
index were made, but they did not reveal any evidence of 
systemic injury. It was concluded that quinone vapour 
is probably the major factor in the production of the 
lesions described. The stain is an end-product of the 
oxidation of quinone to hydroxyquinone and the subse- 
quent polymerization of this substance to humic acid 
. H. M. Vernon 


1157. Collective Hysterical Manifestations as Symptoms 
of Poisoning by an Unknown Gas. (Manifestazioni 
isteriche collective interpretate come sintomi di intos- 
sicazione da gas ignoto) 

A. FRANCHINI. Medicina del Lavoro [Med. d. Lavoro] 38, 
57-60, Feb., 1947. 
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1158. Quinone Vapors and their Harmful Effects. II. 
Plant Exposures Associated with Eye Injuries 

F. L. Ocuessy, J. H. STERNER, and B. ANDERSON. Journal 
of Industrial Hygiene and Toxicology [J. industr. Hyg.} 29, 
74-84, March, 1947. 11 figs., 4 refs. 


Various methods of quinone analysis were investigated, 
and in the one adopted air samples taken in the quinone 
plant were passed through 10 ml. of isopropyl alcohol 
in a midget impinger. To the alcohol solution was 
added a solution of phloroglucinol (final concentration 
002%) in potassium hydroxide (final concentration 
N/25). Colour development begins immediately and 
is stabilized in an hour or two. Comparisons were made 
with standards at 520 my by means of an Evelyn colori- 
meter, and these results were compared against a graph 
obtained with known quinone concentrations. 

In the manufacture of quinone, aniline and sulphuric 
acid are mixed in large tanks. The mixture flows to 
oxidation tanks where manganese dioxide is added in 
order to complete the oxidation to quinone. The 
quinone is distilled from the mixture and reduced to 
hydroquinone with the aid of iron. The reduced mixture 
is run through filter presses and the filtrate passed into 
crystallizers, thence to centrifuges and dryers. The 
amounts of quinone encountered at various stages of 
manufacture varied from 0-01 to 3-2 parts per million 
(p.p.m.), but the high values obtained at first were subse- 
quently reduced by more effective ventilation and isola- 
tion of the operations which produced the high concentra- 
tions. The odour of quinone becomes perceptible at 
0-1 p.p.m., is definite at 0-15 p.p.m., irritating at 
0:5 p.p.m., and markedly irritating at 3 p.p.m. A value 
of 0-1 p.p.m has been selected as a tentative maximum 
allowable concentration of quinone vapour. 

H. M. Vernon 


1159. Microscopic Detection of Cadmium Oxide 
Particles in Lung Tissue 

R. E. Turers, E. M. S. Artuur, J. R. Mitts, D. R. 
Ham_y, and F. FE. BeamisH. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.) 29, 129-133, 
March, 1947. 6 figs., 2 refs. 


In the study of the action of inhaled cadmium oxide 
dust on the lungs, information is required about the size 
and distribution of the particles. A method is described 
which allows direct microscopical observation of the 
particles in sections of the lung tissue taken 40 to 50 
minutes after the death of the animals used. The rats 
employed were subjected to fumes of cadmium oxide from 
a direct current arc between cadmium electrodes. Imme- 
diately after the animals died the lungs were frozen 
in carbon-dioxide snow, and sections were made with a 
freezing microtome. They were placed on microscope 
slides suspended in a closed desiccator-like chamber con- 
taining solid oxine (the vapour of sublimed 8-hydroxy- 
quinoline). Cadmium 8-hydroxyquinolinate di-hydrate 
is formed; after a drop of water and a coverslip 
had been placed on the tissue the sections were examined 
and photographed immediately under ultraviolet light 
and visible light. The ultraviolet light source was a 
carbon arc lamp, and the visible infra-red rays were 
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removed by a Corning ultraviolet filter and a 2% solution 
of copper sulphate. The cadmium compound mentioned 
shows a brilliant green fluorescence, and all the cadmium 
oxide dust, down to particles of the smallest size resoly- 
able by the microscope, becomes visible against the dull 
purple background of the tissue. Reproductions are 
given in the paper of the corresponding ultraviolet and 
visible light photographs. H. M. Vernon 


1160. A Study of the Hazards of Exposure to Metallic 
Fumes and Dust in Brass Foundries 

W. W. STALKER. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 29, 96-112, March, 1947. 
13 figs., 26 refs. 


In this investigation two series of lead and zinc fume 
samples were taken in four brass foundries employing 
from 3 to 741 men. They were collected by means of 
the standard electrostatic precipitator, 52 lead and 
41 zinc analyses being made. Concentrations of lead 
exceeding the generally accepted standard of 1-5 mg. 
per 10 cubic metres were observed only in one foundry, 
an average of 8 mg. of lead being found there during 
melting and 2:3 mg. while pouring. High zinc concentra- 
tions were likewise found only in one foundry, where an 
average of 1,825 mg. per 10 cubic metres was observed. 
In a second series of samples there were no lead or zinc 
concentrations approaching the threshold. An _ un- 
published report by the Wisconsin State Board of Health 
showed that one out of four of the Kentucky foundries 
had high lead concentrations for melting and pouring, 
and five or six of the Wisconsin foundries gave a similar 
result. 

To test the extent of the lead absorption spot urine 
samples (100 ml.) were collected from 94 men who had 
been exposed in five foundries for periods of 7 to 17 years. 
On an average 34% of them showed an excess of urinary 
lead above the usually accepted maximum safe limit of 
0-15 mg. per litre. Blood samples were taken from 24 
foundrymen, and 79% of them had a lead absorption 
above the recognized limit of 0-07 mg. per 100 g. blood. 
Stippling (of 1,000 or more cells per million) was ob- 
served in 11% of the 98 samples tested. The amount 
of lead absorbed by the exposed workmen in different 
foundries corresponded well with the percentage of lead 
used in the brass alloys, but the results of periodic air 
sampling did not seem to offer final criteria of the safety 
or degree of hazard associated with the process. It is 
better to use both the methods when evaluation of the 
severity of a lead fume exposure is being attempted. 
The value of the stippled-cell test as the only laboratory 
aid in the diagnosis of lead poisoning is very doubtful, 
for the stippling is not pathognomic of plumbism, 
because it often occurs in industrial poisonings other 
than lead, and even in healthy unexposed groups of 
men. The clinical record of symptoms and physical 
signs shown by ‘over half the foundrymen indicated a 
mild alimentary type of lead intoxication. 

The fume problem in brass foundries requires a 
specialized engineering investigation in ventilating and 
production, and a hygienic control involving the sus- 
tained co-operation of management, workers, and 
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industrial hygienists. Natural and even forced general 
ventilation is inadequate, and the fumes should be 
controlled by suitable enclosure-type hoods and local 
exhaust ventilation. 
[A fine series of photographic reproductions, indicating 
some of the methods adopted, is appended to the paper.} 
H. M. Vernon 


1161. Copper Fever. (Kopparfeber) 

L. FriperG and E. Turysin. Nordisk Hygienisk 
Tidskrift [Nord. hyg. Tidskr.] 28, 5-18, 1947. 7 figs., 
7 refs. 


In a Swedish factory for the production of butanol from 
croton aldehyde several workmen suffered from fever and 
various Other signs of poisoning after cleaning out an 
oven in which there was much dust consisting of minute 
particles of copper and certain of its compounds (cuprous 
and cupric oxide). This process of cleaning was pre- 
ceded by blowing steam through the oven to rid it of’ 
certain gases. The cleaning itself usually took between 
2 and 8 hours, occasionally up to 24 hours. The work- 
men complained that soon after starting this task they 
experienced a sweet taste in the mouth, smarting of the 
eyes, irritation of the throat, a dry cough, and a sense of 
oppression in the chest. After some hours they suffered 
from a splitting headache, malaise as of influenza, and 
alternate shivering and sweating. Many felt so ill 
that they took to their beds and were not quite well again 
next morning. In the few cases in which the tempera- 
ture was taken it was between 38° C. and 39° C. in the 
evening, and it took a day or two to falltonormal After 
a latent period of about a day the leucocytes rose to 
10,000 to 15,000 per c.mm., returning to normal after a 
few days. Diarrhoea, noted in about 30% of the cases, 
developed as a rule only on the second day. Anexamina- 
tion of some 50 workers failed to reveal evidence of per- 
manent sequels to this poisoning. An examination of 
the suspended particles in the air of the oven showed that 
their size ranged from 1 to 15 microns. An account is 
given of the prophylactic measures undertaken, special 
attention being paid to the use of masks, which the 
workers found satisfactory. Claude Lillingston 


1162. Percutaneous Absorption of Carbon Bisulphide. 
(Sull’assorbimento percutaneo del sulfuro di carbonio) 
A. NUNZIANTE CESARO. Medicina del Lavoro [Med. d. 
Lavoro] 38, 54-56, Feb., 1947. 1 fig., 3 refs. 


There are two reasons for suggesting that carbon bisul- 
phide may enter the body through the unbroken skin. 
The first is a theoretical one based on the fact that the 
substance is soluble in fats and could thus pass through. 
The second is that, as the heavy vapour lies near the 
ground, absorption through the feet and legs is favoured, 
which would explain the greater frequency of poly- 
neuritis in these parts. The author rejects the first 
assumption and does not consider that there is adequate 
proof that any substance absorbed by the skin must 
necessarily be most harmful to the tissues closest to the 
area of penetration. The nerves of the legs are in any 
case the longest in the body. Furthermore, fatigue is 
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most often felt in the legs, which suggests a certain 
greater vulnerability to other harmful agents. Many 
other toxic substances which are not absorbed through 
the skin tend to attack the nerves of the legs. 

The author carried out experiments with ten men 
who were shut up in a closed chamber except for their 
faces. Fresh air was breathed from a mask. One 
arm was encased in cotton-wool soaked in carbon 
bisulphide, and on the floor of the chamber were placed 
pieces of cotton-wool soaked in the solution. The 
expired air was collected in a closed circuit from the mask 
and tested for carbon bisulphide. The patient was 
exposed to the gas for 20 minutes. It was thought 
likely that some of the gas, if cutaneous absorption had 
occurred, would be detected in the expired air. In 
none of the ten subjects tested did this occur, and the 
author concludes that neither liquid nor gaseous carbon 
bisulphide is absorbed by the unbroken skin. 

G. C. Pether 


BLOOD TRANSFUSION 


1163. Transfusion of Arterialized Blood and Resuscita- 
tion. (Transfusion du sang pur artérialisé et réanima- 
tion) 

A. BEcART. Bulletin del’ Académie Nationale de Médecine 
[Bull. Acad. nat. Méd., Paris] 131, 177-180, March 4 
and 11, 1947. 1 fig., 4 refs. 


Intravenous oxygen therapy in the past presented grave 
difficulties because of the possibility of air embolism. 
Transfusion of oxygenated blood gives results scarcely, 
if at all, superior to those obtained with ordinary-blood. 
The discovery of gaseous ionization permits the intra- 
venous injection without risk of air embolism of a long- 
It can also be given through the skin, 
the veins, the muscles, and even the heart. An apparatus 
is described whereby blood taken from a blood donor is 
oxygenated with ionized oxygen and pumped into the 
recipient. In emergency 5 ml. or even 10 ml. of ionized 
oxygen can be injected before the transfusion. It is 
suggested that every emergency ward, ambulance, and 
operating theatre should have an apparatus for producing 
ionized gases, since the major indication for this form of 
treatment is the resuscitation of those collapsed from 
asphyxia, electrocution, carbon-monoxide poisoning, 
and all states of shock. The method can be applied to 
all forms of haemotherapy. It can be used with auto- . 
transfusion and with stored blood and plasma. 

[No clinical reports of this form of therapy are given.] 

John F. Loutit 


1164. Blood Transfusion. New Technique 
I. Hooper. Irish Journal of Medical Science [Irish J. med. 
Sci.] 24-29, Jan., 1947. 4 figs., 5 refs. 


Since the flow of blood in veins is towards the heart, 
when performing venepuncture it would be logical: to 
introduce the needle from the proximal end of the limb, 
rather than from the distal end, as is usual; in this way 
the blood flows directly into the lumen of the needle, 
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so that a free flow of blood may be obtained even when 
the needle completely blocks the lumen of the vein. 
The author reports a comparison between this technique 
and the normal one. The donor’s left arm is used, and 
the operator stands between the arm and the head. The 


needle is inserted preferably into the cephalic vein, to- © 


wards the hand. This position also prevents the patient’s 
watching the progress of the venesection or any changes 
in the operator’s face. With this technique, only in 
0-8% of donors was it found impossible to draw blood, 
compared with 10-99% when the more usual method was 
used. When it was desired to obtain 17 fl. oz. (482 ml.) 
of blood from men and 16 fl. oz. (454 ml.) from women 
the new technique permitted this to be done easily, but 
with the usual procedure the average volumes obtained 
were 2 to 3 fl. oz. (57 to 85 ml.) less. The author strongly 
recommends this ‘‘ downward” technique for use on 
blood donors. _ 

{This method is, as the author points out, not new, and 
is undoubtedly useful in some cases.] G. Discombe 


INSECTICIDES AND REPELLENTS 


1165. The Chronic Oral Toxicity of DDT (2,2-bis(p- 
chlorophenyl-1,1,1-trichloroethane)) 

QO. G. FitZHUGH and A. A. NELSON. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 89, 
18-30, March, 1947. 1 fig., 15 refs. 


An increasing amount of careful investigation of the 
toxic effects of D.D.T. has established without doubt the 
limitations within which this insecticide can be used over 
short periods, but we are still in urgent need of informa- 
tion about chronic poisoning. The present paper 
describes an investigation extending over two years. 
Fairly large groups of rats were kept on diets containing 
0, 100, 200, 400, 600, and 800 p.p.m. (parts per million) 
D.D.T. incorporated in a 10°% corn-oil solution, the basic 
diet being ground commercial rat biscuits with 1% added 
cod-liver oil. In addition, two groups of rats were 
given 600 to 800 p.p.m. dry D.D.T Litter mates were 
assigned to the various groups in all experiments and the 
animals were kept in individual cages in a room with 
controlled temperature and humidity, with free access to 
their respective diets and water. Body weights and food 
consumption were determined at weekly intervals. 
Calculations show that 100 p.p.m. D.D.T. corresponds 
to about 4-5 mg. per kilo body weight per day, 200 p.p.m. 
corresponds to about 10:5 mg. in the case of female 
rats, and 8-5 mg. per kilo body weight per day for males. 
The higher doses are roughly in proportion to these 
figures. The authors state that toxic features developed 
in rats at all concentrations. The most characteristic 
lesions were found in the liver cells, which showed hyper- 
trophy around the centrolobular veins, increased cyto- 
plasmic oxyphilia, increased basophilia and margination 
of cytoplasmic granules, and a tendency to hyaline 
change in the cytoplasm. Hepatic-cell necrosis was 
common, especially in animals which developed clinical 
features of poisoning shortly before death. Slight focal 
necrosis of the hind-leg muscles also occurred. These 


microscopic lesions were slight in animals receiving 
100 p.p.m. but marked with a dosage of 800 ppm, 


. Nervous symptoms were common at concentrations of 


400 to 800 p.p.m., the larger dosages giving increaseg 
irritability, and muscle tremors were more. pronounced 
in female rats than males. At concentrations of 400 to 
800 p.p.m. the growth of female rats was retarded, by 
male rats showed this phenomenon at the 800 p.p.m, 
level only. The food consumption was not affected at ' 
all levels and the mortality rate of males was not in. 
fluenced, although females showed an increased mortality 
at concentrations of 400 to 800 p.p.m. Withdrawal of 
all food from the rats receiving 400 to 800 p.p.m. often 
resulted in the reappearance of the characteristic tremors 
of D.D.T. poisoning within 24 hours. 

After 18 months of feeding, tumours of the liver 
appeared with greater frequency than in the normal 
controls. No difference in incidence or degree of 
changes was found between animals given D.D.T. in 
dry form and those given D.D.T. in corn-oil solutions, 
Evidence is presented which suggests that the mor 
serious liver damage resulting from 12 weeks’ exposure 
to 1,000 p.p.m. D.D.T. is reversible. The importance 
of this kind of investigation cannot be over-emphasized, 
and the world-wide use of D.D.T. demands that every 
safeguard should be taken to prevent ill effects to man, 
Investigations of the lower level of D.D.T. contamination 
are badly needed, for it is unlikely that the lowest doses 
employed in this investigation—that is, 100 p.p.m— 
would be met with in actual practice unless gross care- 
lessness was allowed. A study of the lower levels is 
already in progress in Great Britain and its results will 
be awaited with much interest. Meanwhile, caution 
should be exercised where D.D.T. is employed against 
the pests ravaging food stores until the question of 
chronic toxicity is finally settled. G. R. Cameron 


1166. Use of Gammexane ” Dust Against Domestic 
Cockroaches 
H. B. N. Hynes. Nature (Nature, Lond.] 159, 200-201, 
Feb. 8, 1947. 


Almost all the houses:in Mogadishu (capital of former 
Italian Somaliland) are seriously infested with cock- 
roaches. Spraying with pyrethrum or D.D.T. having 
produced poor results, it was decided to attempt control 
with ‘“ gammexane” dust containing 10% “ active 
ingredient ”, which was applied with a simple hand- 
duster. The author states that the dust did not affect 
the eggs and that it was advisable to dust again after an 
interval of 3 or 4 weeks. Provided these two dustings 
were carried out, with about 250 ml. of dust for each 
treatment of a five-roomed house, the premises so treated 
remained reasonably free of cockroaches for about 3 
months, after which time they were gradually re-invaded 
and treatment had to be repeated. R. M. Gordon 


1167. Mosquito Repellents. Being a Report of the 
Work of the Mosquito Repellent Inquiry, Cambridge 
1943-5 
S. R. CuristopHers. Journal of Hygiene [J. Hy&s 
Camb.] 45, 176-231, May, 1947. 6 figs., Bibliography. 
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1168. On the Mechanism of Shock or General Reaction 
of Cells and Organisms to Injury. (Outline of a Working 
Hypothesis.) [In English] 

J. E. TxHyGeseN. Acta Radiologica [Acta radiol., 
Stockh.] 28, 1-13, Feb. 28, 1947. 5 figs., 3 refs. 


A speculative hypothesis is presented to explain the 
mechanism whereby irradiation damages the body. It 
is suggested that alteration of the permeability of the cell 
membrane causes disturbances of the resynthesis of lactic 
acid to glycogen, of osmotic-pressure regulation, and of 
the transmission of nervous and humoral impulses. The 
response of the adrenal cortex, initiated by the libera- 
tion of histamine, is the primary defence mechanism of the 
body. On this basis the systemic damage caused: by 
irradiation should be treated by the injection of desoxy- 
corticosterone or of histamine. Elliott Emanuel 


1169. Medical Probe 
R. E. Ricxetts. Electronics [Electronics] 18, 300-312, 
Oct., 1945. 


An instrument known as the R-K probe was originally 
designed for two purposes: (1) to indicate irregularities 
of bone and organs under the skin; (2) to indicate the 
size and position of large organs. A portable ultra- 
short-wave trans-receiver was made, consisting of a 
transmitter, receiver, indicator, and power supply for 
operating from house current. An electromagnetic field 
is set up about 1 in. (2-5 cm.) from the surface to be 
examined. If the air and outer surface have a constant 
dielectric then irregularities of deeper structures can be 
detected by a change in dielectric. By inserting a paper 
between the body and the probe and fixing a crayon to 
the probe a rough sketch can be made. In a second 
model a higher frequency was employed with a more 
directive antenna system. A single dipole was used as 
transmitter and another for receiver. In this second 
model there was an output of 7 watts from the transmitter. 
Certain technical difficulties were encountered, but further 
experiments may be made. ‘G. C. Pether 


1170. Radiographs with C14 
A. V. Grosse and J. C. Snyper. Science [Science] 105, 
240-241, Feb. 28, 1947. 2 figs., 3 refs. 


The stem of a sweet-potato leaf was placed for 4 days 
in a 0-4°% aqueous solution of sodium-1-radioacetate 
with a specific activity of 2-7 10° disintegrations per 
minute per mg. carbon. The leaf acquired a total 
activity of 7,250 disintegrations per minute. Satis- 
factory autoradiographs were obtained when the leaf 
was placed in contact with a panchromatic film for 20 
to 40 hours. The autoradiographs showed the C** to be 
principally concentrated in the capillaries of the leaf. A 


leaf grown in an atmosphere containing CO, had a 
total activity of 225 disintegrations per minute, and gave 
an autoradiograph after 20 days in contact with a pan- 
chromatic film. The C!* was distributed evenly through- 
out the leaf. The above exposure may be reduced to 
one-fifth by use of “ no-screen x-ray film” in place of 
panchromatic film. Data are given of the exposures 
needed to make autoradiographs of crystals of barium 
acetate and dibenzanthracene containing C1. 
D. E. Lea 


1171. Measurement and Dosimetry of Artificial Radio- 
active Isotopes in Medical Application. (Zur Frage der 
Messung und Dosierung kiinstlicher radioaktiver Isotope 
bei medizinischer Verwendung) 

J. H. Murer. Radiologia Clinica [Radiolog. clin., 
Basel] 16, 82-92, Jan., 1947. 2 figs., 16 refs. 


The medical applications of artificial radioactive 
substances fall into two groups: (1) their use, instead of 
radium, in the form of the usual “* needles ’’ and “* appli- 
cators”’; (2) their direct introduction into the human 
body as tracer substances or for therapeutic purposes. 
The latter therapeutic procedure again falls into two 
groups. (a) “ Diffuse” distribution in the organism, 
although with eventual selective localization in certain 
tissues, as in the peroral or intravenous introduction of 
radioactive phosphorus (P**), or iodine ([**1). (6) The 
“‘ localized” introduction into certain organs of the 
body of radioactive substances, as for instance radio- 
active zinc (Zn®*), coupled to insoluble chemical sub- 
stances, thus preventing the diffusion from the place of 
injection to the other parts of the body. 

The dose of artificial radioactive isotopes can be 
measured by: (1) The “ absolute’ physical method, 
based on the number of radioactive atoms breaking up 
per second, and expressed in millicuries (1 millicurie 
corresponds to 3-72 x 10’ atoms disintegrating per second), 
or in “ rutherfords ” (1 rutherford corresponds to 10° 
atoms disintegrating per second). These measurements, 
mainly by means of a special counter device, are relatively 
simple if y rays are emitted, but rather difficult if only 
B rays are emitted. (2) The “ practical” medical 
method, based on the above-mentioned absolute physical 
measurements, is carried out by the use of standardized 
measuring instruments, such as: (a) special counters, 
mainly for 8 rays; (5) ionization chambers, mainly for 
y rays (the author describes in details his own specially 
constructed ionization chamber); (c) the photographic 
method, which although useful for autoradiographic 
record purposes, is in the author’s opinion, not as reliable 
as the other two methods. 

The study of practical radiotherapeutic dosage of 
artificial radioactive substances in medical practice is 
still in its initial stage. It is, however, desirable to adapt. 
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this new method of dosage as much as possible to the 
already standardized data for radiotherapy, based on 
the “‘r” unit and on the ideas of volume (expressed in 
mega-gram roentgen), which becomes of particular 
importance in the case of radioactive isotopes distributed 
throughout the human body. H. C. Sims 


1172. The Action of Roentgen Rays on the Central 
Nervous System. (Sull’azione dei raggi roentgen sul 
sistema nervoso centrale. Contributo istopatologico 
sperimentale) 

T. G. Lucio SENnisE. Rivista di Neurologia [Riv. Neurol.] 
16, 469-493, Nov.—Dec., 1946. 12 figs., 47 refs. 


This paper is a further contribution to the experimental 
work on the radiosensitivity of the central nervous system. 
In a small group of adult animals (8 rabbits and guinea- 
pigs) subjected to one single irradiation of the head, 
definite alterations were seen in the blood vessels, the 
nervous tissue proper, and the choroid plexuses. Doses 
of 450 to 900 r were given, and the animals were killed 
from 5 to 16 days after irradiation. Three animals not 
irradiated were used as controls. The histological 
changes observed were constant and uniform in all the 
sections of the brains studied. 

The vascular lesions consisted of dilatation of the 
smaller vessels, increased permeability of their walls, 
haemorrhages, infarcts, and areas of softening. There 
was an increase in the neutral fats in the whole brain and 
in the choroid plexuses, particularly around the blood 
vessels. The increase in fats is interpreted by the author 
as being due to the disintegration of the lipid constituents 
of the nervous structures, the result of direct action of 
the x rays on these tissues. The large nerve cells were 
little affected. The protoplasm of the smaller cells 
showed only a slight degree of swelling, while the nuclei 
were deeply affected. Displacement of the nucleus, 
pyknosis, and kariolysis, were striking findings in the 
cerebellar granules. Several focal lesions were noted, 
mostly in the pons, the base of the brain, and the external 
surface of the folia of the cerebellum. These areas of 
necrosis could not be attributed to vascular lesions as 
they were too diffuse and did not correspond with the 
distribution of the blood vessels. This, in the author’s 
view, is further evidence of the selective action of x rays 
on the central nervous system. A, Limentani 


1173. Influence of Generalized X-ray Irradiation on the 
Success of Sarcoma Grafts in Rats. (Influence de 
Virradiation générale par rayons X sur la réussite des 
greffes de sarcomes chez le rat) 

G. Roussy and M. Guerin. Bulletin de I’ Académie 
Nationale de Médecine (Bull. Acad. nat. Méd., Paris] 131, 
151-153, March 4 and 11, 1947. 2 refs. 


A brief review is given of published experiments sug- 
gesting that irradiation of the whole body of rats, mice, 
and rabbits before their inoculation with transplantable 
tumours increases the proportion of successful grafts. 
New experiments are described with three different rat 
sarcomata in which the proportion of successful grafts 
in non-irradiated rats was compared with the proportion 
in rats which had received 600 r of 200 kV x rays 24 hours 


RADIOLOGY 


before grafting. The proportions 


of successful grafts 
are shown in the following table: 


Irradiated | 
Tumour Controls x? 
Subcutaneous sarcoma 36/65 30/65 1-11 
Uterine sarcoma 66/97 57/99 2:30 
Lymphoblastic reticulo- 
sarcoma... 46/87 23/87 12-70 


[The x? tests, added by the abstracter, suggest that the 
differences are significant only in the case of the 
lymphoma.] Metastases are also more frequent in the 
irradiated rats. There is evidence that a tumour which 
is not easily transplantable may, after several passages 
in irradiated animals, become more readily transplantable 
in normal animals. D. E. Lea 


1174. A Special Radiological Feature in Hydropneumo- 
thorax: Superficial Layer. (Particolare aspetto radio- 
logico in idropneumotorace: la stria sopralivellare) 

G. Toretit. Radiologia Medica [Radiolog. 
Torino] 33, 76-78, Feb., 1947. 2 figs. 


In certain cases of hydropneumothorax the perfectly 
smooth fluid level is surmounted by a more radiotrans- 
lucent thin layer which shows a finely-serrated upper 
outline. The author was able to prove experimentally 
that this thin superficial layer represents foam formed in 
certain cases of hydropneumothorax, particularly in those 
likely to develop into empyema. A. Orley 


1175. Lacunar Skull (Liickenschadel) of the Newborn. 
Report of Seven Cases 

R. G. KARSHNER and D. L. Reeves. American Journal 
of Roentgenology and Radium Therapy [Amer. J. 
Roentgenol.] 57, 321-328, March, 1947. 8 figs., 26 
refs. 


Lacunar skull, an anomaly of the newborn associated 
usually with spina bifida and occasionally with cranium 
bifidum, was first described in 1771. Radiologically 
there is genefal diminution of thickness and variation in 
density, associated with delay in ossification of the flat 
bones of the skull; this leaves patches of rarefaction or 
lacunae with interlacing ridges of increased density. 
These.defects are more commonly present in the frontal 
and parietal regions. 

The condition is probably much more common than 
it was at one time thought to be. In a survey of the 
literature, it was found in nearly 1% of all infants born. 
The authors report 7 cases, 2 of which were not associated 
with spina bifida or cranium bifidum, but all showed 
some congenital abnormalities. They discuss the various 
theories concerning its aetiology, and attach more 
credence to the view that it is due to a congenital develop- 
mental imperfection than to the more commonly held 
theories of imbalance between the intracranial pressure 
and the extracranial pressure exerted by the amniotic 
fluid. L. G. Blair 
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1176. The Absorption of Exudates from the Peritoneum. 
Is there a Lymph Circulation in the Peritoneal Cavity? 
(Resorptionen af Exsudater fra Peritoneum. Findes der 
et Kredslob i Peritoneum?) 

p. H. Nietsen. Nordisk Medicin [Nord. Med.] 34, 
907-910, April 18, 1947. 1 fig,, 10 refs. - 


The author reports a case of carcinoma of the uterus 
in a 62-year-old woman which, in his opinion, confirms 
the assumption that the absorption of exudate from the 
peritoneal cavity occurs by way of the lymphatics of the 
diaphragm and the parasternal and retrosternal groups 
of lymph nodes. It was found at operation that tumour 
cells from the primary growth had become implanted 
not only in the pouch of Douglas and the right iliac 
fossa, but also on the posterior wall of the peritoneal 
cavity just below the liver and between the liver and the 
diaphragm. In addition, there were some deposits in 
the omentum. The rest of the visceral and parietal peri- 
toneum was free from secondary growths. After referring 
to 2 further cases in which similar observations were 


* made, the author describes some experiments of his own 


on guinea-pigs, in which oil injected into the peritoneal 
cavity was invariably deposited in the retrosternal glands. 
On the basis of these observations he suggests that 
metastases in the retrosternal lymph nodes are more 
likely to have come from a primary growth in the 
abdomen (with involvement of the peritoneum on the 
way) than from a carcinoma of the lung, as is so often 
assumed. He also mentions the possible existence of a 
lymphatic circulation from the omentum into the peri- 
toneal cavity, thence through the diaphragm (the forces 
which propel it against gravity being unknown), and so 
back to the blood stream by way of the retrosternal 
nodes. B. Nordin 


1177. Studies on Spreading Factors. I. The Importance 
of Mechanical Factors in Hyaluronidase Action in Skin 
O. Hecuter. Journal of Experimental Medicine [{J. 
exp. Med.] 85, 77-97, Jan. 1, 1947. 9 figs., 16 refs. 


When 0-2 ml. amounts of hyaluronidase in a purified 
preparation of bovine testis were inoculated intra- 
dermally into rabbits and the area of spread measured 
at intervals between 1 and 20 minutes, the log-dosage 
response curve drawn at each time interval was found to 

‘be sigmoid in shape. Increasing concentrations of 
spreading factor (S.F.) after a certain amount did not 
enlarge the area of spread. The maximal area of spread 
was attained 10 to 20 minutes after injection, depending 
on the concentration of S.F. The effect of concentration 
of S.F. was most evident during the first few minutes. 

Experiments were made to determine why concentra- 
tions of S.F., increased over a certain maximum, had 
little effect in enlarging the area of spread. There was 
no evidence of an antihyaluronidase in extracts of skin. 
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Spreading activity was not influenced by ischaemia or 
hyperaemia of the skin, which suggested an absence of 
diffusible antihyaluronidase in the blood or of a rapid 
removal of S.F. by the blood. On the other hand, the 
area of spread was directly dependent on the volume of 
the inoculum and therefore on the pressure produced in 
the bleb by the inoculation. There was no significant 
spreading activity when S.F. was applied without pressure 
to cuts in the skin. 

This preparation of bull testis hyaluronidase produced 
no inflammatory reaction in the skin, and it was compared 
with crude rattlesnake, moccasin, and copperhead 
venoms, which contained S.F. and caused inflammation. 
The venoms had an initial spreading effect like that 
produced by bull testis S.F., followed by a secondary 
spread lasting an hour or more. The secondary spread 
did not occur in the skins of dead rabbits or during a 
period of ischaemia in the skin of a living rabbit. It 
thus appeared to be due to increased pressure produced 
in the skin by inflammatory oedema. In confirmation, 
venom, treated with alkali to inactivate hyaluronidase 
without affecting its ability to cause inflammation and 
added to bull testis S.F., augmented the action of the 
latter. 

It appears that spreading activity depends on increase 
of pressure in the skin. With normal skin pressure 
hyaluronidase spreads slowly. The author thus explains 
the shape of the dosage-response curve, since the maximal 
area of spread is limited by the volume of inoculum. It 
is presumably necessary for inflammatory oedema to be 
produced first in bacterial infection, before hyaluronidase 
produced by the bacteria can have any spreading effect. 

D. G. ff. Edward 


1178. Mechanism of the IfMsiveness of Cancer 
D. R. Coan. Science [Science] 105, 347-348, April 4, 
1947. 


The mutual adhesiveness of malignant and non- 
malignant cells was examined by measuring the force 
required to pull cells apart by micro-manipulation. The 
cells of squamous-cell cancers of the lip were much less 
adhesive than the normal squamous epithelial cells of 
the lip or the cells of benign papillomata of the skin. 
The adhesiveness of normal squamous epithelial cells 
was reduced by lowering the calcium content of the 
medium, and the poor adhesiveness of malignant cells 
was attributed to a low calcium content. Since reduced 
adhesiveness of malignant cells allows their detachment, 
the only additional requisite for invasiveness is the 
capacity of the detached cells to move, and the author 
considers that observations on tissue cultures establish 
the capacity of cancer cells for amoeboid motion. In- 
vasiveness would be facilitated still further if the tissues 
were made more permeable by hyaluronidase (“‘ spreading 
factor’). Hyaluronidase was detected, usually in small 
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amount, in some malignant tumours but not in all. 
Injections of hyaluronidase did not appreciably accentuate 
the invasiveness of transplanted sarcomata in mice or of 
virus-induced papillomata in rabbits. It is concluded 
that the two most important factors in the invasiveness 
of malignant tumours are decreased adhesiveness depen- 
dent on local calcium deficiency and amoeboid movement; 
liberation of spreading factor to act on adjacent normal 
tissues, though this is not essential, may facilitate 
invasion. 

[The limited observations scarcely justify wide 
generalizations about this important but rather neglected 
aspect of tumour behaviour.] L. Foulds 


1179. Observations on the Pulmonary Macrophage 
System 
A. H. E. Marsuatt. Journal of Pathology and Bacterio- 
logy [J. Path. Bact.] =, 729-738, Oct., 1946. 15 figs., 
23 refs. 


Modifications of Penfield’s silver-carbonate method 
and the Weil-Davenport ammoniacal-silver method are 
described. With the aid of these two techniques it was 
demonstrated that the lungs of man, rabbit, and cat 
contain two types of argyrophil cells, bearing close 
resemblance to the microglia of brain and to the cells of 
the reticulo-endothelial system seen elsewhere in the 
body. _ These cells store vital dyes and form the alveolar 
phagocytes in pathological processes. It is thought 
that they are of mesenchymal origin and are members 
of the reticulo-endothelial system. , G. Popjak 


EXPERIMENTAL PATHOLOGY 


1180. Effect of Colchicine on Fibroblasts Grown in Vitro. 
(Weitere Untersuchungen iiber die Wirkung von Colchi- 
cin auf Gewebekulturen. 4. Der Einfluss von Ascorbin- 
sdure (Vitamin C), Araboascorbinséure und p-Chinon 
auf die Colchicinwirkung) 

O. BucHer. Schweizerische Zeitschrift fur Pathologie 
und Bakteriologie [Schweiz@Z. Path. Bakt.] 9, 643-657, 
1946. 6 figs., 18 refs. 


Coverslip cultures of fibroblasts from the subcutaneous 
connective tissue of rabbits were studied. The culture 
. medium consisted of equal quantities of rabbit plasma 
and tissue extract. It was found that the toxic effect of 
colchicine on mitosis was reduced in cultures previously 
treated with ascorbic acid. The same result was ob- 
tained when d-arabo-ascorbic acid was used. The latter 
has only one-twentieth of the vitamin activity of /-ascorbic 
acid, but both have the same redox-potential. It is 
suggested that the detoxicating action of both substances 
is related to their reducing properties. The oxidizing 
catalyst p-quinone had a similar action upon fibroblasts. 
It made little difference whether the cultures were treated 
with p-quinone before the addition of colchicine or 
whether the two substances were applied simultaneously. 
These results support the view that the toxic effect of 
colchicine on mitosis is dependent upon the presence of 
the unchanged molecule and not upon some oxidation 
product, as had been suggested. R. J. Ludford 


PATHOLOGY 


1181. Normal Structure and Degenerative Changes of 
the Cytoplasm of Liver Cells and of Tumor Cells Derived 
From Them 


L. Opie. Journal of Experimental Medicine [J. exp. 


Med.) 85, 339-346, April 1, 1947. 9 figs., 8 refs. 


Mitochondria are basophil and can be stained by 
differential stains. Many liver cells, especially around 
the central veins, possess an abundance of cytoplasmic 
bodies which do not react as ribonucleic acid (mito- 
chondria), and which can readily be demonstrated by 
suitable counterstains. The author proposes the term 
cytochondria to include all cytoplasmic bodies, of which 
mitochondria form only a part. 

Degenerative changes in the liver and tumour forma- 
tion (hepatoma) are associated with prolonged administra- 
tion of dimethylaminoazobenzene (butter yellow) to rats, 
Under the influence of butter yellow, mitochondria are 
diminished and cytochondria are much increased. The 
latter, ordinarily barely visible, appear as conspicuous 
bodies with a clear centre in the liver cells, swollen to 
twice or three times their original size, and surrounded 
by rims of basophil material or staining deeply and 
homogeneously with acid dyes and devoid of any basophil 
material. In hepatomata similar changes occur. The 
cytochondria, which are more basophil than those of 
normal liver parenchyma, increase in size, and become 
spherical bodies with homogeneous acidophil centre and 
basophil rim. The larger bodies lose their basophil 
rim. If fluid accumulates about a single particle it may 
appear to lie within a vacuole. Groups of swollen acido- 
phil cytochondria, sometimes surrounded by particles of 
basophil material—presumably derived from the baso- 
phil rim of single cytochondria—may form large inclusion 
bodies. The probable connexion of these histological 
changes with intracellular metabolism is stressed. 

R. Salm 


1182. Studies on Glycogen Nephrosis in Alloxan-treated 


. Diabetic Rats 


G. W. Curtis, S. L. Rossrns, and I. GLICKMAN. Journal 
of Experimental Medicine [J. exp. Med.| 85, 373-379, 
April 1, 1947. 1 fig., 8 refs. 


Diabetes was produced in albino rats by alloxan, the 
method of administration varying from the subcutaneous 
injection of one massive dose to the use of repeated 
small doses over a period of time. Thirty-seven per cent. 


of the animals survived, 3 rats failing to develop diabetes. . 


The blood sugar varied from 150 to 1,200 mg. per 100 ml. 
Glycogen nephrosis was observed in 44°%% of the survivors, 
the glycogen being present in the loop of Henle and, to a 
lesser degree, in the convoluted tubules. No glycogen 
deposits were demonstrated in the glomeruli. The 
development of glycogen nephrosis was related to the 
severity of the hyperglycaemia and to its duration. The 
authors observed three different types of response to the 
drug. One group of animals showed a progressively 
rising hyperglycaemia, a second had initial high blood- 
sugar levels which continued to fall, and a third group 
maintained more constant blood-sugar levels throughout 
the period of observation. In all these animals the 
critical blood-sugar level was 350 mg. per 100 ml. Above 
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this level glycogen nephrosis was present. From the 
experiments the authors conclude that in experimental 
diabetes glycogen nephrosis is a reversible process 
depending on the maintenance of a high blood-sugar 
level over a period of at least 5 days before the histological 
examination. R. Salm 


CLINICAL PATHOLOGY 


1183. Gingival Biopsy for the Diagnosis of Generalized 
Amyloidosis. Preliminary Report ; 

I. J. Secikorr and E. H. Roprrzex. Quarterly Bulletin 
of Sea View Hospital (Quart. Bull. Sea View Hosp.) 8, 
310-316, Oct., 1946. 15 refs. 


The clinical diagnosis of amyloidosis is often difficult. 
The condition occurs in 20% of cases of tuberculosis, 
according to post-mortem findings. The Bechold congo- 
red test, which has a wide margin of error, is based on 
the “ absorption” of the dye by amyloid deposits, so 
that the circulating blood 1 hour after intravenous 
injection contains little or no congo red in cases of. 
amyloidosis. Positive results may, however, be obtained 
in patients not suffering from the disease. The clinical 
diagnostic triad of hepato-splenomegaly, proteinuria, 
and oedema is not always present in amyloidosis. 
Tissue biopsy of liver or spleen has occasionally been 
employed, but sometimes is not readily acceptable to the 
patient. 

Amyloid substance is characteristically most abundant 
in perivascular areas. The gums, being highly vascular, 
contain few pain-nerve endings and are markedly resis- 
tant to infections, so that they are suitable for biopsies. 
In order to diagnose amyloidosis, the authors carried 
out gingival biopsies or excised tissue from the muco- 
buccal fold. They used hematoxylin-eosin, congo red, 
and methyl violet staining. They found methyl violet 
the most satisfactory. They publish a report of a case of 
amyloidosis diagnosed clinically in which the gingival 
biopsy confirmed the diagnosis. At post mortem, 


‘generalized amyloidosis was found. However, they 


observed cases in which biopsy was negative despite 
very good evidence of amyloidosis; thus, only positive 
findings have a significance. Of greater interest were ~ 
those cases where gingival biopsy revealed the presence of 
amyloid substance in the absence of other evidence of 
amyloidosis. Another illustrative case report is given to 
demonstrate the value of this simple procedure. 
E. Forrai 


1184. Prothrombin Time Studies on Human Beings and 
Experimental Animals 

G. A. NitsHe, H. W. GerRARDE, and H. F. DEuTSCH. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.| 32, 410-418, April, 1947. 1 fig., 24 refs. 


In a previous paper (J. biol. Chem., 1946, 166, 381) the 
authors have shown that the prothrombin time is 
affected by the concentration of fibrinogen. They con- 
sider that if plasma is diluted with a fibrinogen solution 
sharper end-points are obtained at the higher dilutions 
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and the assay range is extended to considerably higher 
dilutions than is otherwise possible. The present paper 
reports a study of the prothrombin time as reflected by 
the clotting time of saline and fibrinogen dilutions of 
plasma in relation to the actual plasma fibrinogen level. 

The prothrombin times were determined by a method 
previously described, observations being made on the 
effect of caffeine, sodium salicylate, and vitamin K on 
rats and rabbits. In the case of rabbits, caffeine (100 mg. 
per kilo) administered by stomach tube caused little 
alteration in the prothrombin times of 10% plasma diluted 
with 0-9% saline or with 0-3% fibrinogen. With 1% 
plasma diluted with 0-3% fibrinogen, however, the times 
were prolonged. In the case of rats the prothrombin 
time showed increased values at all dilutions of plasma, 
and plasma fibrinogen values were markedly increased. 

The administration of sodium salicylate to rats (100 mg. 
by stomach tube) produced prolonged prothrombin 
times. The plasma fibrinogen values were not decreased, 
so that this effect was due, in fact, to hypopro- 
thrombinaemia. While vitamin K (given intraperitoneally 
as 5 mg. “synkayvite”: tetrasodium 2-methyl-1, 
4-naphthohydroquinone diphosphoric ester) counter- 
acted the effect of sodium salicylate it did not induce 
hyperprothrombinaemia when given alone. 

The authors also note that among the control rats there 
appeared two afibrinogenaemic animals. While a 10% 
saline dilution of plasma and even undiluted plasma failed 
to clot in the usual prothrombin assay, dilution of the 
plasma of these animals with fibrinogen gave prothrombin 
times which indicated normal or enhanced values of 
plasma prothrombin. 

Prothrombin times were estimated for a number of 
samples of human plasma. Considerable differences in 
the times were found on assay of 1% dilutions, while 
in 10% dilutions the variations were relatively smaller. 
There appeared to be little correlation between plasma 
fibrinogen levels and the variations in prothrombin 
time, whether the diluent was saline or fibrinogen. A 
series of clinical cases was also investigated, in which the 
plasma fibrinogen extended from normal to very high 
levels. The prothrombin times of 1% plasma in fibrinogen 
were analogous to those of normal persons, though the 
individual variations were much greater. With 10% 
plasma, however, there was a definite lengthening of the 
prothrombin times when the diluent was fibrinogen, and 
this was especially evident in those samples having the 
higher fibrinogen levels. R. B. Lucas 


1185. Thiamine Circulation Time 

A. Ruskin and G. M. DECHERD. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 213, 337-341, 
March, 1947. 2 figs., 23 refs. 


The nut-like taste and smell which follow the intra- 
venous injection of thiamine hydrochloride have been 
used by the authors to determine arm-to-tongue and arm- 
to-nose circulation times. Ruskin and Rockwell (Proc. 
Soc. exp. Biol., N.Y., 1945, 60, 40) had earlier shown 
that in determining circulation time increasing doses and 
larger volumes of solution than 5 ml. speed the response. 
In order to eliminate volume and dosage factors all 
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measurements were made with | ml. containing 300 mg. 
thiamine hydrochloride, injected rapidly intravenously 
and timed from the beginning of the injection to the 
moment the subject first noticed the taste or smell of the 
drug. By this method the normal circulation time is 
found to be 4 to 8 seconds in children and 5 to 13 seconds 
in adults. In congestive cardiac failure the circulation 
time is prolonged; in mild failure (Class II of the New 
York Heart Association) to 8 to 25 seconds; in moderate 
(Class II) failure, 10 to 50 seconds; in severe (Class IV) 
failure, 13 to 5S seconds. Exceptions occur but the test 
serves in any individual patient to assess the effect of 
treatment. Although the authors claim that thiamine 
is superior to other agents—such as magnesium sulphate, 
aminophylline, decholin, and calcium gluconate—as an 
index of circulation time the ideal method, which should 
be simple, objective, safe, and constant in its results, has 
yet to be found. Henry Cohen 


1186. Serum Proteins in Hypoproteinemia due to 
Nutritional Deficiency 

M. M. Bemer, E. E. Ecxer, and T. D. Spres. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
32, 130-138, Feb., 1947. 1 fig., 11 refs. 


In this investigation 3 groups of subjects were studied: 
(1) 7 healthy adults; (2) 14 patients suffering from 
various diseases whose diets had been inadequate in 
protein for at least a short time; (3) 3 patients with 
pernicious anaemia, 1 with nutritional macrocytic 
anaemia, and 4 with iron-deficiency anaemia. 


Serum was obtained from fasting (overnight) samples 
of venous blood, and electrophoretic analysis was carried 
out according to Longworth’s technique (Chem. Reyv., 
1939, 24, 271) in a standard Tiselius apparatus. A 
veronal buffer, pH 8-6, ionic strength 0-1, was employed. 
The serum was dialysed for 48 hours in 2 litres of buffer, 
and the serum-protein concentration was then adjusted 


to 1-2% by dilution with buffer. Electrophoresis was 
allowed to proceed for 9,300 seconds with a current 
of 15 milliamperes. Results were recorded photo- 
graphically by the Schlieren scanning method. Measure- 
ments were made in terms of relative quantities (weight 
per cent.) of albumin and «, 8, and y globulins by means 
of planimeter tracings of enlargements of the photo- 
graphic plates. Descending patterns only were used for 
the calculations. Total proteins were determined by the 
micro-Kjeldahl method. A sulphuric acid-phosphoric 
acid-copper sulphate digestion mixture was employed, 
and Nessler’s reagent was used for the colorimetric 
estimation of the ammonia formed. Protein-free 
filtrates were prepared by tungstate-sulphate precipitation. 

Complementary activity, opsonic index, and anti-sheep 
antibody titre were measured. Complementary activity 
was studied for the reason that while it determines to a 
large extent the immunological properties of blood, yet a 
deficiency of any or all of the components of complement 
causes no obvious changes in the electrophoretic pattern 
of the serum, since complement comprises only a small 
portion of the serum globulins. Opsonization being a 
mechanism in the reaction to infection, the opsonic 
index was regarded as helpful in the measurement of 
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the serum globulins. In the sheep-antigen test a 2% 
suspension of sheep cells was used, the sera being in. 
activated at 56°C. for 10 minutes and serial dilutions 
from 1 : 2 to 1 : 128 being put up. To each tube cop. 
taining 0-5 ml. serum dilution 0-5 ml. sheep-cell suspension 
was added. Incubation was for 1 hour at 37° C., and 
the tubes were then allowed to stand overnight in an 
ice box. 

The results of the siienicinate experiments showed 
that the patterns for the patients suffering from anaemia 
and hypoproteinaemia resembled the normal pattern 
very closely. The only constant variation was a slight 
elevation of the y-globulin with a relative drop in either 
albumin or «-globulin. In the case of the 14 patients 
who were suffering from various infections—typhus, 
tuberculosis, and rheumatic fever—the electrophoretic 
patterns were those usually observed in these infections, 
Apparently malnutrition caused little other alteration, 
The immunological experiments showed no significant 
variation from established normal values. 

The authors conclude that the gradual diminution of 
serum-protein levels which occurs in chronic uncompli- 
cated malnutrition is probably a relative depletion of all 
types of protein. Certain portions of the globulins appear 


‘to be maintained, however, which suggests that in cases 


where hypoproteinaemia exists because of a lack of 
material with which to manufacture serum proteins, the 
limited amount of material available contributes to the 
production of certain important immunological elements, 
R. B. Lucas 


1187. Blood-urea in the First Nine Days of Life 
R. A. McCance and E. M. Wippowson. 
{Lancet] 1, 787-788, June 7, 1947. 12 refs. 


As part of a general study of renal function in early 
life the blood-urea levels of 12 normal full-term breast- 
fed babies were examined. Samples of blood were taken 
from the umbilical cord at birth, and from the heel on 
the third, sixth, and eighth or ninth days of life, and the 
urea was determined by Lee and Widdowson’s method 
(Biochem. J., 1937, 31, 2035). The blood-urea levels 
rose from about 18-9 (8-0 to 28-8) mg. per 100 ml. at 
birth to about 29-1 (18-5 to 39-6) on the third day, and 
then fell to about 16-8 (10-4 to 25) mg. per 100 ml. on 
the eighth day. It is suggested that the functional 
dependence of the kidney on the state of hydration of 
the body is the main reason for the rise and subsequent 
fall. The relative inefficiency of the kidney during the 
first few days of life might be a contributory factor. 

J. E. Page 


Lancet 


1188. Excretion of Benzoyl Glucuronate as a Test of 
Liver Function 

I. SNAPPER and A. SALTZMAN. American Journal of 
Medicine [Amer. J. Med.| 2,. 334-341, April, 1947. 
5 refs. 


Fasting volunteers and patients ingested 5 g. of 
benzoic acid in gelatin capsules. Breakfast was omitted 
and lunch was allowed, but fruits and fruit juices were 
forbidden. Urine was collected 2, 4, and 6 hours after 
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administration of the drug. All the samples were kept 
in the refrigerator until later in the day. If retained 
longer they were made acid to litmus. A one-thousandth 
part of the volume of each 2-hour specimen was measured 
into a test-tube and diluted to 2 ml. with water. Two 


' ml. of concentrated hydrochloric acid and finally 2 ml. 


of 0:2% fresh aqueous naphthoresorcinol solution were 
added and mixed. The test-tubes were placed in a 


boiling-water bath for 10 minutes, then cooled in running 


water. Two ml. of iso-amyl alcohol was used to extract 
the blue colour, which was read immediately with a 
fluorescent lamp behind the tube. Occasionally a bluish- 
green colour appeared, causing uncertainty in the reading 
of the test. To remove the interfering substances the 
lead precipitation method of Salt (Amer. J. Med., 1947, 
2, 327) was applied. The blue colour, which indicates 
a positive reaction, can be graded as +, ++,or+++. 
In normal subjects neither the fasting urine nor that 
excreted after ingestion of 5 g. of benzoic acid shows a 
positive naphthoresorcinol reaction with the method 
described; when the test is positive the presence of cellular 
damage to the liver is highly probable. Thus 23 normal 
subjects and 100 patients free from apparent hepatic 
disturbance showed negative reactions. Positive re- 
actions were obtained in all the 22 patients with infective 
hepatitis, in 2 with toxic arsenical hepatitis, and in all 
25 patients with cirrhosis of the liver. Nine out of 15 
patients with thyrotoxicosis gave positive reactions; 
this is considered to be due to two factors: (1) more rapid 
absorption; (2) excessive glycogenolysis causing hepatic 
dysfunction. The reaction remained negative in | patient 
with long-standing obstructive jaundice. The authors 
contend that this is not just another test of liver function, 
but that, considered in conjunction with the galactose 
tolerance test, hippuric acid excretion, alkaline phos- 
phatase level, cephalin flocculation test, prothrombin 
index, serum protein estimation, and thymol turbidity 
test, it does help to distinguish jaundice due to mechanical 
obstruction from that due to liver-cell destruction. 
Geoffrey McComas 


1189. Observations on the Diurnal Excretion of Uro- 
bilinogen in the Urine of Normal Subjects and of Patients 
with Laénnec’s Cirrhosis 

E. PecteGrino, A. J. Parex, A. CoLcuer, and B. 
Domanski. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 32, 397-402, April, 1947. 2 figs., 
11 refs. 


In this investigation urobilinogen excretion was deter- 
mined at three periods in the day in 39 healthy subjects 
and in 36 patients with cirrhosis of the liver. The method 
employed was that of Watson et al. (Amer. J. clin. 
Path., 1944, 14, 605), in which the Ehrlich colour reaction 
is measured i in a photoelectric colorimeter. A modifica- 
tion introduced by the authors involved the use of a 
blank of 22% hydrochloric acid instead of a blank 
composed of the reagents added in the reverse order. 
The reagents were mixed thus: unknown—2-5 ml. 
urine, 2-5 ml. Ehrlich’s reagent, 5 ml. saturated sodium 
acetate; blank—2-5 ml. urine, 2-5 ml. 22% hydrochloric 
acid, 5 ml. saturated sodium acetate. The first two 


reagents were mixed and placed in a water bath at 37° C. 
for 10 minutes. The sodium acetate was then added 
and the colorimetric reading made immediately. The 
urine samples were collected in separate bottles at 
10 a.m., 1 p.m., and 4 p.m., the bladder having been 
emptied at 7 a.m. and that sample discarded. 

The results showed that the mean urobilinogen excre- 
tion per hour in the urine was 0-3 Ehrlich units for normal 
subjects and 0-6 units for patients with cirrhosis. The 
period of maximum excretion varied in different subjects 
and also in the same subject at different times. There 
was poor correlation between the degree of urobilinogen 
excretion and the clinical severity of the liver disease. 

R. B. Lucas 


1190. Quantitative Aspects of Benzoyl Glucuronate 
Formation in Normal Individuals and in Patients with 
Liver Disorders. 

I. SNAPPER and A. SALTZMAN. American Journal of 
Medicine {Amer. J. Med.) 2, 327-333, April, 1947. 
12 refs. 


The administration to healthy subjects of 5-8 g. of 
sodium benzoate by mouth produces a strongly positive 
glucuronate reaction in the urine. The administration 
of 5 g. of benzoic acid yields a negative glucuronate 
reaction in healthy subjects but a positive reaction in 
patients with impaired liver function. Very full details 
on the exact method of carrying out this liver function 
test are given by the authors, working in the Mount 
Sinai Hospital, New York. Geoffrey McComas 


1191. Para-Aminohippuric Acid. A Means of 
Determining Kidney Clearance and Maximal Tubular 


Excretion. (Para-aminohippursyre. Et Méiddel til 
Bestemmelse af Nyrernes Plasmagennemstromning og af 
den maximale, tubulzre Secretion) 

C. Brun, T. Hipen, and F. Raascuou. Nordisk 
Medicin [Nord. Med.] 34, 803-806, April 3, 1947. 3 figs., 
7 refs. 


Using healthy young men as their subjects the authors 
have investigated the clearance and tubular excretion of 
p-aminohippuric acid (PAH) at various plasma levels. 
The substance was administered by intravenous drip — 
and the plasma concentration was varied at will. Simul- 


. taneously, insulin was given continuously by means of a 


motor-driven syringe in order to enable the glomerular 
filtration rate to be calculated. The proportion of PAH 
bound to plasma protein was estimated by ultrafiltration 
beforehand to be 20%, and this was taken into account 
in the calculation. The authors found that the PAH 
clearance in their subjects was 628 --44-8 ml. per minute; 
and the maximum tubular excretion 65-6+-8:7 mg. per 
minute. The former figure was the same as that obtained 
with “ diodrast ”; the latter exceeded the corresponding 
diodrast figure in ‘the ratio of 1:77 : 1-0 milli-equivalents. 
PAH is considered to be preferable to diodrast in the 
estimation of clearance and tubular excretion because 
the blood and urine samples can be so easily analysed 
by the method of Bratton and Marshall for sulphanilamide 
analysis. B. Nordin 


| 
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1192. Chemical Sterilization of Bacteriological Media by 
Means of Mercaric Oxycyanide and Subsequent Inactiva- 
tion of the Mercurial by Thioglycolate 

N. Grossowicz and D. KAPLAN. Science [Science] 105, 
237, Feb. 28, 1947. 5 refs. 


The bactericidal action of mercuric oxycyanide (MOC) 
can be stopped by the addition of thioglycolate. Ad- 
vantage has been taken of this fact to elaborate a method 
for sterilizing media containing blood or ascitic fluid. 
The authors describe the technique of sterilization as 
follows: 


“ The bactericidal concentration of the mercurial is allowed 
to act on the medium for at least 24 hours at 37° C. or any 
other temperature desired. This concentration varies for 
different media and ranges between 1 : 50,000 and 1 : 1,000. 
If the container for the medium has not previously been 
sterilized, it should be stoppered with rubber and shaken 
several times during the procedure to insure complete 
wetting of the inner surface. Reactivation of a portion of 
the medium is then performed by adding sterile sodium 
thioglycolate. The ratio of neutralizing MOC to sodium 
thioglycolate is 1 : 4 according to weight—i.e., 20 molecules 
of thioglycolate neutralize 1 molecule of mercuric oxycyanide 
(see Table). After addition of the proper amount of thio- 
glycolate, the reactivated medium is divided into two parts: 
one is left uninoculated and serves as control, while the other 
is inoculated with any organism desired. If sterilization 
and reactivation are both complete, the control tube remains 
sterile, while full growth is obtained in the inoculated tube.”’ 


Thioglycolate Concentration Needed for Reactivation of 
Mercuric Oxycyanide (MOC) Sterilized Medium 


| 3 

=a = 

Organism tested 8g Se 

$ 

| 3-| | 

s* | £2 | 8 

3s = 

Staphylococcus aureus | Broth 1 : 100,000 | 1 : 50,000 | 1:2 

Broth+ 1: 10, 1:5,000}1:2 
5% blood 

Broth+ 1:10,000| 1:5,000}1:2 
10% blood 

Streptococcus pyogenes | Broth+ 1 : 25,000 | 1 : 10,000 | 1 : 2-5 

10% serum 

Bacterium coli -- | Broth 1 : 100,000 : 50,000 | 1:2 

Salmonella typhi _.. | Broth 1: 100,000 | 1 : 50,000 | 1:2 


From the table, the neutralizing ratio is 1 : 2, but the 
authors state that excess of thioglycolate stimulates the 
growth of anaerobes and has no effect on aerobes. 

Sterilization of media containing blood must not be 
continued for more than 12 hours, because longer exposure 
causes haemolysis. Spores’ remain viable for several 
weeks in the concentrations of MOC used, so the method 
is of value only for media contaminated with vegetative 
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forms. The advantages claimed are that: (1) MOC has 
practically no coagulating action on proteins and does 
not attack metals; (2) any essential —SH substances 
destroyed during sterilization are replaced by thio- 
glycolate; (3) the compound formed by MOC and 
thioglycolate is stable for at least 1 month; (4) the 


concentration of disinfectant, the temperature, and the’ 


time of exposure can readily be varied as required. 
J. C. Broom 


1193. Effect of Pregnancy on the Complement of Guinea 
Pigs 


E. E. Ecker, C. W. Hiatt, and L. M. BARR. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 32, 
287-291, March, 1947. 4 refs. 


The complement titre of serum samples drawn from 
the marginal vein of the ear of pregnant and non- 
pregnant guinea-pigs has been compared by determining 
the amount of serum required to produce 50% haemolysis 
of sensitized sheep cells. A photoelectric colorimeter is 
used, and the 50% haemolysis point is estimated by inter- 
polation in von Krogh’s equation: 


X_=antilog (log log z) 


where Xq is the amount of serum producing 50% 
haemolysis, x, is the ml. of serum used in the test, and Y 
is the percentage of haemolysis obtained. The per- 
centage haemolysis should lie between 10 and 90 for 
von Krogh’s equation to apply. 

Pregnant guinea-pigs have substantially lower serum 
concentrations of complement than non-pregnant 
guinea-pigs; post partum the complement concentration 
rises steadily, till at about 5 weeks after parturition it 
has reached the normal level. C. L. Oakley 


1194. Studies on the Nature of Antibodies Produced in 
Vitro from Bacteria with Hydrogen Peroxide and Heat 
E. C. Rosenow. Journal of Immunology [J. Immunol.) 


_ 55, 219-232, March, 1947. 5 figs., 14 refs. 


This article records further experiments, carried out 
in the California Institute of Technology, Pasadena, 
with the antibody-like substances obtained in vitro from 
bacteria. By the prolonged autoclaving of salt suspen- 
sions of Gram-positive bacteria material was obtained 
which resembled natural agglutinins and precipitins in 
high titre. This substance had great avidity for particu- 
late matter and was not filterable. If, however, the 
saline suspensions were treated with hydrogen peroxide 
much less heat was required to produce these thermal 
antibodies, and at the same time they could be filtered 
and dialysed. Indeed, the antibodies were so stable 
that when solutions were boiled to dryness they could 
still be found in the reconstituted residue. 
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The author describes experiments with antibodies 
obtained by the action of heat and hydrogen peroxide 
on y-globulins and other protein solutions, and the effect 
of conjugating these antibodies with those obtained from 
the bacteria by means of heat and hydrostatic pressure or 
by heat alone. For example, the treatment of globulin 
with heat and hydrogen peroxide yielded material having 
a moderate agglutinin titre for streptococci; but when 
suspensions of streptococci in solutions of globulin 
were treated in a similar manner with or without the 
addition of high hydrostatic pressure very enhanced 
agglutinin titres were obtained. 

[It is not easy to summarize this article, which should be 
studied in the original by those specially interested.] 

H. J. Bensted 


1195. Impairment of Antibody Response in Pyridoxine- 
deficient Rats 

H. C. StorrK, H. N. Essen, and H. M. Journal 
of Experimental Medicine [J. exp. Med.| 85, 365-371, 
April 1, 1947. 2 figs., 15 refs. 


Young rats, after weaning, were given a basic diet to 
which were added three of the four vitamin-B factors 
essential for the rat, the omitted fourth factor being 
different with each experimental group. A further 
group received a low-protein diet, and a control group 
on a normal diet was included in the study. During the 
fifth week all animals were immunized against sheep 
erythrocytes; they were bled 5 days after the last injec- 
tion and their sera were examined for haemagglutinins. 
The only rats having antibody titres lower than those of 
the controls were those deficient in protein and pyri- 
doxine, their respective titres being 50% and 1 to 23% 
of those of the controls. A pooled sample of serum 
from 2. pyridoxine-deficient animals was found on 
electrophoretic analysis to have lower percentages of 
alpha and gamma globulins than similar samples from 
animals deficient in other B factors and the controls. A 
disproportionately greater atrophy of the thymus was 
observed in the pyridoxine- and thiamine-deficient groups. 
However, the histological picture in these two groups 
differed. In the thiamine-deficient group the thymus 
was small, but lymphocytes were well preserved and the 
cortico-medullary differentiation was retained. In most 
of the pyridoxine-deficient rats the thymus was depleted 
of lymphocytes, the cortex had disappeared, and the 
glands consisted of epithelial cells and stroma. The 
depression in antibody response may not be due, as is 
generally thought to a lack of lymphocytes, but to inter- 
ference with some phase of amino-acid metabolism for 
which pyridoxine is essential. R. Salm 


1196. Heterophile Antibodies in T: 

A. HENDERSON-BEGG. Transactions of the Royal Society 
of Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.] 40, 331-339, Dec., 1946. 18 refs. 


The author has shown that the sheep-cell agglutinin 
titre may be raised significantly in trypanosomiasis, and 
that the antibody present is strongly, but not completely, 
absorbed by both beef red cells and guinea-pig kidney. 


- The sera from 26 out of 100 cases of trypanosomiasis in 


varying stages of the disease [no clinical notes given] had 
a titre above 1 in 112 (final dilution) and 45 above 1 in 
56 (maximum titre obtained being 1 in 1,792 in 1 case), 
whereas in the control series of 100 sera only 4 had titre 
above 1 in 56. The sheep-cell agglutination estimation 
technique of Davidsohn was used with slight modification. 
In 20 cases with sheep-cell agglutinin titres varying from 
1 in 56 to 1 in 896 there was significant but incomplete 
absorption by guinea-pig kidney and beef red cells, 
whereas 5 control sera showed the normal, almost com- 
plete, absorption by guinea-pig kidney and poor 


’ absorption by beef red cells. 


The Kahn test was performed on 50 of the cases and 
on 50 controls, with an incidence of positive reactions in 
15 and 16 respectively. The distribution of the Kahn 
antibody in the positive sera showed no relation to the 
high-titre sheep-cell agglutinin. Autohaemogglutina- 
tion was found in only 4 cases, and in none was the titre 
more than 1 in 8. 

The author concludes that the antibody responsible 
for the raised sheep-cell agglutinin titre in trypano- 
somiasis differs from that in normal serum, and in in- 
fective mononucleosis, and also differs from the Kahn 
antibody. The differentiation from the antibody in the 
sera of serum sickness is less clear; various theories on 
the mechanism of antibody formation are discussed and 
several lines of research indicated. It is suggested that 
sheep-cell agglutinin absorption tests should be made 
before a diagnosis of infective mononucleosis is accepted 
in the tropics or in patients who have recently returned 
from the tropics. K. R. Hill 


1197. Effect of Tris(beta-chloroethyl)amine on Antibody- 
production in Goats 


F. S. Puitips, F. H. Hopkins, and M. L. H. FREEMAN. 
Journal of Immunology [J. Immunol.] 55, 289-296, March, 
1947. 21 refs. 


This investigation, carried out in the Clinical Research 
Division of the Edgewood Arsenal, Maryland, is the 
outcome of the intensive study of the nitrogen mustards 
during the war years and the reports of their damaging 
effect on the haematopoietic system. It seemed possible 
that experiments with this substance might throw some 
light on the role of the lymphocyte in the formation, 
storage, and release of antibodies; recent investigations 
have suggested that animals undergoing courses of im- 


‘ munization, if subjected to the influence of nitrogen 


mustards, would respond abnormally in so far as the 
development of antibodies was concerned. 

Goats were actively immunized against ricin, and 
thereafter their antibody level was allowed to fall by 
stopping the immunization. When the antibody con- 
tent of the serum had fallen to a level which could no 
longer be estimated the goats in the test group were given 
a series of intravenous injections of 0-1 mg. of nitrogen 
mustard per kilo. Fourteen days after the first injection 
the test group and the control group received a single 
booster dose of ricin. The control group showed 
within 1 week a prompt increase of circulating anti- 
bodies to a high level. The animals receiving the leuco- 
penic dose of nitrogen mustard showed a delayed 
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response, but in most cases the antibody titres finally 
rose to levels which differed but little from those recorded 
for the controlsera. Leucocyte counts in the test animals 
over the same period showed a developing lymphopenia 
until a week after the injection of the booster dose of 
ricin, when regeneration of the white cells became notice- 
able. It would therefore seem that the delay in antibody 
response was due to the damage to leucopoietic tissue and 
that recovery of this tissue was coincident with the 


eventual high antibody levels. H. J. Bensted 
VIRUSES 

1198. The Virus of Iheus Encephalitis. Physical Pro- 

perties, Pathogenicity and Cultivation 


H. Koprowsktand T. P.HuGuHes. Journal of Immunology 
[J. Immunol.] 54, 371-385, Dec., 1946. 1 fig., 9 refs. 


The virus of Ilhéus encephalitis was found to be 
comparatively stable at room temperature, its stability 
being markedly increased by the addition of serum to the 
diluents used in the preparation of brain emulsions. It 
passed with only slight loss of infectivity through Seitz 
and Berkefeld ““W” filters, and could be preserved 
satisfactorily by desiccation from the frozen state. Its 
thermal death point was found to lie between 60° and 
65°C. The virus was readily maintained by serial 
passage in mouse brain; it was also shown to be infective 
for white mice by subcutaneous, intracutaneous, and 
intraperitoneal inoculation, or by administration by 
mouth. The infectibility of white mice by extraneural 
routes, however, was found to decrease with i increasing 
age, there being a marked loss of susceptibility in mice 
28 or more days old. The only lesions observed through- 
out in the tissues of infected mice were those of encepha- 
litis, and, within the range of susceptibility, such lesions 
developed regardless of the route of inoculation. After 
intraperitoneal inoculation of mice the virus which was 
initially present in the serum disappeared completely 
from the circylation on the third day. Conversely, 
there was a rapid increase in the virus content of the 
brain tissue, reaching a maximum on approximately the 
ee day, and thereafter remaining at a uniformly high 
level. 

The pathogenicity of the virus for primates was tested 
experimentally in rhesus and cebus monkeys and in 
marmosets, while similar tests were performed with 
4 species of marsupials and 5 species of rodents. 
Among the primates, marmosets were found to circulate 
the virus for the longest period (5 to 7 days), while of 
the rodents and marsupials, Metachirus nudicaudatus 
circulated the virus for the longest period (8 to 9 days). 
Several species of birds and two local species of bats 
were investigated for susceptibility. None of the birds 
developed any symptoms of encephalitis, but virus was 
found to persist in the brains of some canaries up to 
30 days after intracerebral inoculation. The virus dis- 
appeared rapidly from the blood stream. Chicken and 
pigeons proved less susceptible than canaries. Vampire 
and house bats showed no special susceptibility to the 
virus. The virus was readily cultured in both tissue 
culture and the developing chick embryo; its greatest 


concentration was reached in the tissue of the embryo 
itself. 

The authors suggest that the mechanism responsible 
for the maintenance of the virus may be alternate passage 
between marmosets and mosquito vectors, with possible 
occasional passages of virus to marsupials or rodents. 

A. Henderson-Begg 


1199. The Virus of Ihéus Encephalitis. Isolation, 
Serological Specificity and Transmission 

H. W. LaemMert and T. P. HuGuHes. Journal of 
Immunology [J. Immunol.] 55, 61-67, Jan., 1947. 8 refs. 


As a routine procedure in an epidemiological investiga- 
tion of yellow fever in an endemic area around Ilhéus, 
Brazil, the bodies of mosquitoes captured locally were 
emulsified and injected into rhesus monkeys. These 
monkeys were kept under clinical observation, and 
samples of their sera were injected at frequent intervals 
into the brains of mice, in order to detect any virus. 
incapable of producing recognizable illness in monkeys. 
but able to cause encephalitis in mice. 

A neurotropic virus isolated in this way was found by 
neutralization tests in mice to be serologically distinct 
from the eastern, western, or Venezuelan strains of 
equine encephalomyelitis virus, the West-Nile virus, and 
the viruses of St. Louis encephalitis, Russian spring- 
summer encephalitis, louping-ill, lymphocytic chorio- 
meningitis, and yellow fever; also from the anopheles. 
“A” and “ B” and Wyeomyia viruses of Roca-Garcia. 
Though cross-neutralization tests were not made with 
the mouse encephalomyelitis virus of Theiler or the 
Semliki Forest virus, other considerations indicate that 
the new virus (named the virus of Ilhéus encephalitis. 
from the district in which the vector mosquitoes were 
captured) is distinct from either of them. 

The Ithéus virus is transmitted by mosquitoes of the 
species Aédes aegypti, Aédes serratus, and Psorophora 
ferox. Mouse-protection tests with sera obtained from 
persons resident in the district revealed homologous. 
antibodies in some cases, but none of the persons whose 
serum contained antibodies gave a history of a past 
illness resembling an infection of the central nervous. 
system. T. D. M. Martin 


1200. Xanthine Oxidase and Virus Growth 
D. J. Bauer. Nature (Nature, Lond.] 159, 438-439, 
March 29, 1947. 1 fig. 


The author briefly records the finding of a significantly 
raised level of xanthine oxidase in the brains of mice 
infected with the 17D strain of yellow-fever virus. The 
increase in enzyme activity runs roughly parallel to the 
rising titre of the virus from the time of inoculation to: 
the seventh day, when symptoms of encephalitis appear. 
Similar results were obtained with the neurotropic and 
Asibi strains of yellow-fever virus, and with the virus of 
lymphocytic choriomeningitis. It is further shown that 
the increase in xanthine oxidase begins before an inflam- 
matory exudate is detectable in histological sections, and 
that desoxyribonuclease, an enzyme present in large 
amounts in mouse lymphatic tissue, is not found in 
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significantly increased quantities in virus-containing 
mouse brain. The author concludes by suggesting that 
the virus is in some way responsible for the accumulation 
of the enzyme, which is an essential growth factor required 
for virus multiplication. 

[While this is a most interesting observation it appears 
a little premature at the present stage of the investiga- 
tion to consider the enzyme as “an essential growth 
factor’ for virus multiplication. Clearly a number of 
alternative explanations of this phenomenon remain to 
be explored before such an exact relation can be 
established between virus and enzyme.] 

A. Henderson-Begg 


1201. Autolyzed Brain Tissue as a Means of Facilitating 
Transmission of Poliomyelitis 

A. Mivzer and C, 
70-72, Jan. 17, 1946. . refs. 


The addition of autolysed mouse brain to material 
containing poliomyelitis virus induces a more fulminant 
infection in mice, hamsters, and monkeys. By this 
method, strains normally pathogenic only to the monkey 
can be adapted to mice. A. J. Rhodes 


1202. Studies on Chick Embryo Vaccines Against 
Japanese B Encephalitis 

H. Koprowski and H. R. Cox. Journal of Immunology 
[J. Immunol.| 54, 357-370, Dec., 1946. 10 refs. 


In a previous paper (J. Immunol., 1946, 52, 171) the 
authors described a method for the cultivation of the 
virus of Japanese B encephalitis in the developing chick 


-embryo. The present report deals with the method of 


preparation and immunogenic properties in animals and 
man of the chick-embryo vaccines, and a comparison is 
made with vaccines in which mouse brain is the source 
material. 

Chick-embryo vaccines, when submitted to the mouse- 
potency test réquired by the National Institute of Health 
for the U.S.A., gave much lower immunizing values 
than simultaneously tested vaccines of mouse-brain 
origin. Further experiments carried out to determine 
the reliability of the “N.I.H.” test with reference to 
chick-embryo preparation showed clearly that the same 
vaccine, whether of chick-embryo or mouse-brain origin, 
might show varying immunizing power, depending 
primarily on the route of inoculation selected for 
challenge. The immunogenic potency of a vaccine did 
not seem to be influenced so much by the type of tissue 
employed in its preparation as by the fact that the 
“N.LH.” test used the same route of inoculation for 
both vaccination and challenge, and these conditions 
without doubt unduly favoured the mouse-brain vaccines. 
When mice were vaccinated by the intraperitoneal route 
and challenged by the intravenous route the immunizing 
potency of vaccines prepared from chick-embryo tissue 
was found to be quite comparable to that of mouse- 
brain vaccines. The immunogenic response elicited in 
human beings was, on the basis of a very small number of 
cases studied, at least as good, if not better, with the 
chick-embryo material as with mouse-brain vaccines. 

The authors discuss these findings, and conclude that 


. Byrp. Science [Science] 105, 


_ and combined virus. 


in view of the potential danger involved in the use of 


_ preparations derived from nervous tissue for the inocula- 


tion of human subjects chick-embryo vaccines should 
be further studied for the purpose of replacing mouse- 
brain vaccines. A. Henderson-Begg 


1203. Centrifugation Studies on Pneumonia Virus of 
Mice (PVM). The Relative Sizes of Free and Combined 
Virus 

E. C. CurNEN, E. G. PICKELS, and F. L. HORSFALL. 
Journal of Experimental Medicine |J. exp. Med.| 85, 
23-38, Jan. 1, 1947. 4 figs., 12 refs. 


1204. Properties of Pneumonia Virus of Mice (PVM) in 
Relation to Its State 

E. C. CurNEN and F. L. HorsFati. Journal of Experi- 
mental Medicine [J. exp. Med.] 85, 39-53, Jan. 1, 1947. 
1 fig., 5 refs. 


It has previously been found that pneumonia virus of 
mice (PVM) in the form of heated lung suspensions 
agglutinates mouse red cells; PYM combines firmly 
with red cells and tissue particles from lungs. The 
authors now show that PVM can be separated into free 
Virus in the combined state, as 
found in lightly-ground lung suspensions, is infectious, 
but does not agglutinate. Heat treatment of combined 
virus releases virus which is non-infective but which 
agglutinates red cells. Free virus is liberated from 
infected lungs by perfusion before removal and then 
mincing finely; such virus is infective and causes haemag- 
glutination. Heat treatment renders free virus non- 
infective but this still causes agglutination. Heat- 
released virus mixed with lightly-ground lung suspension 
does not agglutinate red cells (artificially combined PVM). 
The principal hydrated virus particles of naturally free or 
heat-released PVM were found to have a size of 40up (if 
spherical). The principal hydrated particles of combined 
virus have a diameter of 140up. 

The following table summarizes the chief properties 
of the four states in which PVM may occur. 


Haemagglutina- 
ectivity tion 
State of virus for mice 
Un- 

. heated | Heated 
Free, infectious . + + 
Free, non-infectious 0 + + 
Combined, infectious + 0 
Combined, neareeeetions 0 0 + 


A. J. Rhodes 


1205. On Virus Nomenclature 
R. P. Hanson. Science [Science] 104, 606, Dec. 20, 


1946. 


The chaotic state of virus disease nomenclature needs 
little comment: a new virus infection may be called after 
a host, a geographical location, a disease condition, a 
season of the year, or the discoverer. Unwieldy names. 
such as are 
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not uncommon. A suggestion for the naming of new 
viruses is the use of a trinomial such as Equine encephalo- 
myelitis (Eastern) or Mouse pneumonitis (Nigg). The 
first mame indicates the apparent primary host, the 
second the type of disease, and the third the 
immunological strain after the isolator or the region 
where the virus was recovered. G. M. Findlay 


1206. Specific Complement-fixing Diagnostic Antigens 
for Neurotropic Viral Diseases 

C. J. DeBoer and H. R. Cox. Journal of Immunology 
[J. Immunol.] 55, 193-204, Feb., 1947. 16 refs. 


The investigation described in this paper was under- 
taken to determine the possibility of preparing specific 
antigens suitable for the laboratory diagnosis of neuro- 
tropic virus infections with the complement-fixation 
reaction. 

Antigens were prepared against viruses of eastern and 
western equine encephalomyelitis (E.E.E. and W.E.E.), 
and Japanese B and St. Louis encephalitis by the repeated 
freezing and thawing of 10% suspensions of infected 
mouse brains in saline, followed by centrifugation for 
20 minutes at 3,000 revolutions per minute. Antigens 
were also similarly prepared against E.E.E. and W.E.E. 
viruses from infected chick embryos. Tests were per- 
formed by the method of Kolmer and Boerner (Approved 
Laboratory Technique, 3rd ed., 1941) with overnight 
incubation in the cold room. All antigens proved to be 
specific in the presence of homologous immune guinea- 
pig sera and did not react with normal or heterologous 
immune guinea-pig sera; however, they gave strongly 
positive reactions in the presence of human syphilitic 
sera. Extraction of the antigens with di-ethyl ether 
resulted in the reduction of the titre of the syphilitic 
serum by approximately one-half, but this was accom- 
panied by a corresponding reduction in the antigenic 
titre. When the antigens were extracted in the lyo- 
philized state with a variety of solvents it was found that 
benzene, toluene, and dichlorethylene completely removed 
the substances producing non-specific fixation of comple- 
ment with syphilitic sera without having any appreciable 
effect upon the antigenicity of the preparation. Anti- 
gens prepared in this manner were quite stable and non- 
infectious. The results of a number of experiments 
carried out with benzene-extracted antigens showed 
complete specificity of both E.E.E. and W.E.E. antigens 
against all sera tested, while the St. Louis and Japanese B 
antigens showed slight cross-reaction against each other 
only. A. Henderson-Begg 
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1207. The Role of Coagulase in Staphylococcal Infections 
W. Smiru, J. H. Hae, and M. M. Smitu. British 
Journal of Experimental Pathology (Brit. J. exp. Path.] 28, 
56-67, Feb., 1947. 4 refs. 


The association of the pathogenicity of staphylococci 
with their coagulase activity was suggested by circum- 
stantial evidence and by in vitro investigation of phago- 
cytosis. The authors now report investigation of this 


association in vivo. Strains showing variation in 
a-toxicity and in the production of coagulase for guinea- 
pig plasma were collected. These included highly- or 
weakly-toxigenic strains which failed to coagulate guinea- 
pig plasma, strains of a similar toxin-producing capacity 
which coagulated guinea-pig plasma, and a non-toxic 
coagulating strain. The rabbit was unsuitable for the 
present work since its plasma is coagulated by all 
S. aureus strains tested. 


Six strains of various activity, including 1 S. albus 
(coagulase-negative) strain, were used for intratesticular 
inoculation of guinea-pigs. Six animals were employed 
to test each strain; each injection consisted of 0-2 ml. of 
an 18-hour broth .culture (3 pigs), a saline suspension 
containing 76 million viable organisms in 0-2 ml. (3 pigs). 
The animals were killed 3, 4, and 6 days after injection. 
The lesions found were given scores varying from 0 to 5, 
indicating effects up to almost complete necrosis, and 
scores allotted were averaged for the groups tested with 
each strain. Averages for the (G.P.) coagulase-positive 
strains were significantly higher than those for the 
(G.P.) coagulase-negative strains, irrespective of toxicity. 
The same strains were used for intradermal inoculation 


of guinea-pigs. Each of the 3 coagulase-positive 


strains produced purulent and necrotic lesions, and 1 
coagulase-negative highly toxic strain had a similar 
effect. To limit individual variation a further experiment 
was carried out in which the same animal received in 
opposite flanks a-coagulase-positive and a coagulase- 
negative strain. In the first three experiments in this 
series 4 strains were used, the paired strains being of 
comparable toxicity. In the fourth and fifth experiments 
2 strains were used, a coagulase-negative highly 
toxic strain being paired in each pig with a coagulase- 
positive non-toxic one. All coagulase producers and 
also the highly toxigenic coagulase-negative strain caused 
progressive lesions “characterized by necrosis, pus 
formation, and ulceration”. This effect of a coagulase- 
positive strain which does not produce toxin in vitro is 
difficult to explain. ‘Such strains must either form 
a-toxin in vivo or produce some other unknown toxin”. 
Intracardiac and intravenous inoculation of guinea-pigs 
was also carried out. The minimal lethal dose (M.L.D.) 
determined by the former method was from 4 to 8 times 
greater for 3 coagulase-negative strains than that of the 
coagulase producers, though in each series toxigenicity, 
varying from ++ to —, was associated with little varia- 
tion in the M.L.D. of the strains concerned, and highly-, 
weakly-, and non-toxigenic strains fell into both the 
virulent and avirulent groups. Necropsy also indicated 
that invasiveness depended upon the power of coagulase 
production. The use of the 6 strains tested in mice 
further supported conclusions as to the importance of 
coagulase production, because mouse plasma was coagu- 
lated by none of these strains, and no sharp division into 
virulent and avirulent groups was observed. 


To test the suggestion that coagulase production 
exerts an effect on pathogenicity by protection of the 
organisms with a barrier of fibrin, an attempt was made 
to confer such a barrier on staphylococci in vive. Groups 
of 10 to 20 mice were inoculated intraperitoneally or 
intravenously with measured doses of coagulase-positive 
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staphylococci mixed with human or rabbit plasma. 
Control mice received the same dose together with similar 
serum or guinea-pig plasma. Such controls were neces- 
sary as the introduction of foreign proteins in the perito- 
neal cavity inhibits phagocytosis by effecting the 
mobilization of phagocytic cells. Similar foreign pro- 
tein was therefore used in the control test. The experi- 
ment demonstrated that the coagulable medium enhances 
the virulence of the organisms as compared with the 
controls, while Streptococcus pyogenes showed a similar 
enhancement of virulence in plasma or serum. Investiga- 
tion of peritoneal contents revealed that after inoculation 
of staphylococci there is an initial clearance of most of 
the organisms from the peritoneal cavity, due largely to 
mechanical removal. This is followed by a leucocytic 
response, which later takes a monocytic form. The 
number of free cocci is progressively reduced, and after 
24 hours they are virtually absent. After inoculation of 
a similar dose of cocci in coagulable plasma the picture 
is modified by a striking increase in the number of organ- 
isms in the exudate a few hours after the initial decrease, 
almost certainly due to multiplication of the cocci which 
have escaped mechanical clearance. The monocytic 
response is delayed and less vigorous. 

Further experiments included the subcutaneous 
injection of a toxigenic G.P. coagulase-negative strain 
into guinea-pigs which immediately before had been 
injected with digest broth or human plasma at the same 
site. The broth controls developed oedematous swellings 
which rapidly subsided. The plasma-treated pigs 
showed extensive abscess formation and necrosis. Plasma 
alone produced only a transient swelling. 

It is concluded that staphyloccal coagulase is an 
important factor in the pathogenicity of staphylococci, 
though not the only, or even the most important, factor, 
because it can have no direct part in the cellular necrosis 
occurring in characteristic focal lesions, apparently due 
to toxin. But toxin cannot be produced: until the 
organism has gained a foot-hold and for this, in natural 
infections with small numbers of cocci, coagulase 
production is essential. The latter may also be important 
at later stages in overcoming the phagocytic response 
and in aiding the setting up of metastatic infection by 
infected emboli. There seems little prospect of immunity 
against staphylococci being conferred by measures 
directed against coagulase activity, since coagulase itself 
is non-antigenic. The isolation and chemical definition 
of coagulase is urgently necessary. G. T. L. Archer 


1208. The Inhibiting Action of Saliva on the Diphtheria 
Bacillus: Hydrogen Peroxide, the Antibiotic Agent of 
Salivary Streptococci 

R. THompsoN and A. JoHNSON. Journal of Bacteriology 
[J. Bact.] 54, 53-54, July, 1947. 


The inhibitory action of saliva on the growth of Coryne- 
bacterium diphtheriae is due to Streptococcus viridans. 
Only those streptococci which produce hydrogen peroxide 
inhibit diphtheria bacilli, the degree of inhibition being 
correlated with the concentration of peroxide produced. 
Strains of staphylococci giving rise to catalase antagonize 
the inhibitory action of saliva and of streptococci. 


Potato juice and lysed red cells also antagonize these 
actions. Pathogenic and non-pathogenic strains of 
staphylococci and Salmonella typhi are inhibited but to 
a much less extent by saliva, streptococci, and hydrogen 
peroxide. S. typhi is the least sensitive of the organisms 
tested. G. M. Findlay 


1209. Note on a Variant of B. anthracis which Fails to 
Form Heat-Resisting Endospores, and on Attempts to 
Immunize Guinea-pigs against Anthrax Infection with 
Killed Vaccines Prepared From it 

P. B. R. Ware. British Journal of Experimental 
Pathology (Brit. J. exp. Path.] 27, 356-362, Dec., 1946. 
8 figs., 2 refs. 


The author has previously isolated from a typical 
Bacillus anthracis (“* Vollum ”’ strain) a variant (“‘ Hamp- 
stead ” strain), the most ‘striking characteristic of which 
is the failure to form thermo-resistant spores. Processes 
of abortive or abnormal sporulation are seen in the 
Hampstead strain—non-staining vacuole-like bodies give 
rise to globular elements which, on transfer to fresh 
media, produce short bacilli—but spores more resistant 
to heat, or markedly more tenacious of life than the 
vegetative rods, have not been found. 

As the Hampstead strain was capsulated and virulent, 
though virulence diminished on repeated subculture, it 
was hoped that cultures killed by the normal methods for 
sterilizing bacterial vaccines would give effective 
immunization. However, although guinea-pigs actively 
immunized with agar-grown cultures of the variant 
sterilized by alcohol and heat were sometimes able to 
resist infection from 0-002 ml. of a virulent broth 
culture, which killed all controls, no protection was 
afforded against 0-01 ml. Also, the survivors from 
the earlier experiments. were not in general found to 
withstand a second exposure to infection. An attempt 
to immunize guinea-pigs by subcutaneous and intra- 
peritoneal injection, over a month or 6 weeks, of toluol- 
killed cultures of the Hampstead variant grown in 
homologous blood, with the addition of meat extract or 
meat juice, and in an atmosphere of oxygen, met with 
partial success. In three experiments 0-01 ml. of a 
virulent broth culture (Vollum strain) was used as a 
challenge dose and in a fourth 100,000 viable spores 
intracutaneously was similarly used. Results of the 
four experiments show that of 33 immunized guinea-pigs 
10 (or 11) survived, while 37 controls (4 of these were 


‘immunized with agar-grown vaccine) died within 2 days. 


Immunized animals which died did so in an average 
time of 6-5 days. It is of interest that 2 of the survivors 
dropped stillborn litters all of which were massively 
infected with anthrax bacilli; but when the mothers 
were killed respectively 29 and 10 days later no anthrax 
bacilli could be isolated from either animal. Two rabbits 
immunized intravenously with a similar culture, rabbit’s 
blood being used in the medium in this case, also survived 
a challenge dose of 0-01 ml.,'the 2 control animals 
dying in 2 and 3 days respectively. 

The author draws attention to the probable connexion 
of this work with that of Gladstone on the protective 
antigen present in cell-free culture filtrates of B. anthracis 
(Brit. J. exp. Path., 1946, 27, 394). 7. D. M. Martin 
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1210. Study of the Effect of Ultra-sounds on Microbes. 
(Etude du mécanisme de l’action des ultrasons sur les 
~ microbes) 

M. Rouyer and P. Graspar. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur} 73, 215-221, March, 1947. 
15 refs. 


After reviewing some of the more important experi- 
ments carried out by investigators elsewhere, the author 
describes the technique and results of his own work 
undertaken at the Institut Pasteur. Use was made of a 
standard projector in which the piezo-electric vibrator 
consisted of a quartz disk, 6 cm. in diameter; the oscil- 
lator was equipped with a 750-watt lamp, which imparted 
to the fluid in contact with a useful surface of 11-2 sq. 
cm. a total acoustic power of 76 watts when quartz 
3 mm. thick was employed. A microbial suspension 
was made from 18-hour-old cultures of Shigella para- 
dysenteriae, strain Y6R, in a buffered phosphate medium 
of pH 7-0. A suspension of horse erythrocytes, cells 
usually extremely sensitive to the action of ultra-sounds, 
was used as a control. The suspensions of microbial 
bodies and those of red blood corpuscles—placed in 
hydrogen, nitrogen, argon, oxygen, and air, or in a 
vacuum—were exposed to ultra-sounds for periods 
varying from 0-5 to 60 minutes. 

The results, symmarized in a table, show that both the 
bacterial bodies and erythrocytes were destroyed, 
irrespective of the type of gas used, every time the cavita- 
tion occurred. When the latter was weakened or entirely 
suppressed there was a corresponding diminution or a 
complete abolition of the destructive effect of ultra- 
sounds. There was no lysis of the erythrocytes when the 
ultra-sonic waves were made to pass through a cylinder, 
closed at both ends with cellophane disks and containing 
a “ de-gassed’” suspension of the red blood corpuscles. 
Dissolved gases were found to be indispensable for the 
occurrence of cavitation. It is held that the latter alone, 
and not the chemical action of oxygen, is responsible 
for the disintegration of microbial bodies or the lysis of 
erythrocytes in the experiments described. H. P. Fox 


1211. The Effect of Lipids and Serum Albumin on 
Bacterial Growth 

R. J. Dusos. Journal of Experimental Medicine V. exp. 
Med.} 85, 9-22, Jan. 1, 1947. 17 refs. 


The author has continued his observations on the 
action of lipids on the growth of tubercle bacilli. The 
growth of human and avian tubercle bacilli and of an 
unidentified saprophytic micrococcus was studied. in a 
synthetic fluid medium which, by itself, allowed only 
scanty growth of these organisms. Addition of oleic 
acid inhibited growth, the human tubercle bacillus being 
the most sensitive and the micrococcus the least. Esters 
of oleic acid, including those water-soluble, were non- 
toxic. Addition of a solution of pure crystalline bovine 
serum albumin neutralized the toxicity of the oleic acid; 
other proteins did not have this action. Esters of oleic 
acid, and oleic acid itself at concentrations below the 
level of toxicity, enhanced growth over that in the control. 
Smaller concentrations were more effective for the 
micrococcus than for the tubercle bacilli. In the 
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absence of oleic acid the micrococcus was inhibited by 
the presence of albumin. 

In a simpler mineral synthetic medium, maximal 
growth of the micrococcus was obtained by a 
0-5% glucose and 0-011% oleic acid. Addition of casein 
hydrolysate or oleic acid alone to the simple medium, 
or the use of stearic acid instead of oleic, did not promote 
growth. A sufficiency of iron in the medium was 
essential. In the same medium both oleic (0-01%) and 
stearic acids promoted growth of tubercle bacilli; glucose 
had no effect. All other fatty acids tested in a protein- 
free synthetic medium inhibited these organisms. 
Stearic acid was the least toxic and unsaturated acids were 
the most toxic. The esters of the fatty acids were non- 
toxic for the micrococcus but inhibited tubercle bacilli 
somewhat, the human strain being the most sensitive, 
Large inocula grew in concentrations in which smaller 
inocula were inhibited. Serum albumin abolished or 
considerably reduced toxicity. Under conditions when 
they were not bacteriostatic the long-chain fatty acids. 
and their esters (except capric and ricinoleic acids) 
markedly increased growth of the tubercle bacilli. 
Only the unsaturated acids—oleic, linoleic, linolenic, and. 
arachidonic acids—promoted growth of the micrococcus. 

The results suggested that long-chain fatty acids affect 
the metabolism and growth of different microbial species. 
in different ways; these can be studied only under 
conditions where the toxic action is inhibited. The 
sensitivity of the micrococcus to growth promotion by 
certain unsaturated acids may allow it to be used for the 
biological assay of these acids. D. G. ff. Edward 


1212. The Assimilation of Amino-acids by Bacteria. 
I. The Passage of Certain Amino-acids across the Cell 
Wall and their Concentration in the Internal Environment 
of Streptococcus faecalis 

E. F. Gate. Journal of General Microbiology [J. gen. 
Microbiol.J 1, 53-76, Jan., 1947. “10 figs., 17 refs. 


1213. The Assimilation of Amino-acids by Bacteria. 
Il. The Action of Tyrocidin and some Detergent Sub- 
stances in Releasing Amino-acids from the Internal 
Environment of Streptococcus faecalis. With a Note on 
Electron Micrographs of Normal and Tyrocidin-lysed 
Streptococci 

E. F. Gate, E. S. Taytor, P. D. MrtcHeLt, and G. R. 
Crowe. Journal of General Microbiology [J. gen. 
Microbiol.) 1, 77-85, Jan., 1947. 8 figs., 7 refs. 


1214. The Assimilation of Amimo-acids by Bacteria. 


TI. Concentration of Free Amino-acids in the Internal — 


Environment of Various Bacteria and Yeasts 
E. S. Taytor. Journal of General Microbiology (J. gen. 
Microbiol.] 1, 86-90, Jan., 1947. 7 refs. 


The organism used in these tests was Streptococcus 
faecalis. Certain amino-acids (lysine, glutamic acid, 
ornithine, and histidine) were found to exist in a free 
state inside the bacteria, the amounts depending upon the 
concentrations in the culture medium. Lysine readily 
diffused into bacterial cells deficient in this amino-acid 
until the internal concentration was considerably greater 
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than that outside, but did not pass out unless energy was 
supplied to the system. Glutamic acid did not diffuse 
across the cell wall in either direction unless energy was 
supplied by some other aspect of cell metabolism, such 
as glycolysis. 

The second paper describes the injury produced by 
some antiseptics on the bacterial cell wall with a resulting 
escape of amino-acids. Antiseptics having this effect 
were tyrocidin, aerosol O.T., cetyltrimethylammonium 
bromide, and phenol; there was evidence that the 
disinfecting action of these substances is due to this 
lytic action. Penicillin, sulphathiazole, acriflavine, and 


- gentian violet had no such lytic action. 


The third paper reports that 16 Gram-positive 
organisms were able to assimilate and concentrate both 
lysine and glutamic acid from the external medium, but 
11 Gram-negative organisms were unable to do so. 

B. Duguid 


1215. A Product of Pseudomonas aeruginosa Active 
in vitro Against M. tuberculosis 

G. C. HuGues and R. A. KIERNAN. Nature [Nature, 
Lond.] 159, 197, Feb. 8, 1947. 2 refs. 


From samples of sewage from a sanatorium, enriched 
by adding tubercle bacilli at intervals for 5 months, a 
strain of Pseudomonas aeruginosa (Bacillus pyocyaneus) 
was isolated, the culture fluid of which inhibited Myco- 
bacterium tuberculosis at a concentration of 1 in 80; a 
crude chloroform extract inhibited the organism at 
1 in 128,000. No other strain tested was antagonistic. 
Subcutaneous injection of more than 3 to 4 mg. of chloro- 
form extract was lethal to a mouse. The antibiotic is 
probably not pyocyanin. Other properties are given. 

P. D’Arcy Hart 


1216. The Toxins of Clostridium oedematiens (Cl. 
novyi) 

C. L. Oaktey, G. H. Warrack, and P. H. CLARKE. 
Journal of General Microbiology [J. gen. Microbiol.] 1, 
91-107, Jan., 1947. 3 figs., 37 refs. 


Filtrates of cultures of Clostridium oedematiens were 
found to contain at least six antigenic substances, and by 
means of suitable tests with neutralizing sera it was 
possible to distinguish between C/. oedematiens types A 
and B. All type A strains examined produced y-lecithi- 
nase and all type B strains, f-lecithinase. No strain 
produced both Bf andy. Though there are some possible 
pitfalls in testing for a toxin by neutralization tests, the 
authors preferred these tests to fermentation reactions or 
serological tests. J. B. Duguid 


1217. Detoxicating Effect of Verdoperoxidase on Toxins 
K. AGNeR. Nature [Nature, Lond.] 159, 271-272, Feb. 
22, 1947. 8 refs. 


If 10 ml. of diphtheria toxin is mixed with 0-35 mg. 
of verdoperoxidase, an enzyme obtained from leucocytes, 
and dialysed in a cellophane bag for 24 hours against 
a solution containing 0-7% sodium chloride, M/150 
phosphate buffer of pH 7-4, and 0-001 N hydrogen 
peroxide, and the inactivated peroxidase is replaced 
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with fresh ferment after 6, 12, and 18 hours, the dialysed. 
material is no longer lethal to guinea-pigs on subcutaneous 
injection in amounts originally containing about 100 
LDS5O. Similar results were obtained with diphtheria 
toxin and horse-radish peroxidase; tetanus toxin mixed 
with verdoperoxidase or horse-radish peroxidase and 
dialysed as above failed to kill mice on intravenous 


-injection of amounts originally containing 100 LDS0. 


The toxins were unaffected by treatment with verdo- 
peroxidase, horse-radish peroxidase, or hydrogen per- 
oxide alone. The author considers that this detoxicating 
effect is due to oxidation, either of substances other than 
toxin in the bacterial filtrate, and subsequent action of 
the oxidized substances on the toxin, or, more probably, 
of the toxin itself, and suggests that verdoperoxidase 
may detoxicate toxins in the body. C. L. Oakley 


1218. The Incidence of Staphylococci in the Nose and on 
the Skin of Africans and Europeans in West Africa 

G. M. FinpLay and C. ABRAHAMS. Journal of the 
Royal Army Medical Corps [J. R. Army med. Cps] 87, 


- 272-274, Dec., 1946. 3 refs. 


In moist tropical regions staphylococcal infections may 
assume greater importance than streptococcal infections. 
Staphylococcal septicaemia and pyomyositis have been 
common, and often fatal, diseases in West African troops. 
The authors therefore studied the incidence of Staphylo- 
coccus pyogenes in the nose and on the skin of 300 
Africans in West Africa. For comparison a similar 
examination was carried out on 100 Eurgpeans. Of the 
Africans 150 were soldiers and 150 were villagers of all 
ages and both sexes from a slum area. 

Sterile swabs were moistened with peptone water and 
rubbed on the skin of the back of the right wrist. Swabs 
were also taken from both nostrils. Sterile nutrient 
broth containing 1 in 2,000 potassium tellurite was 

inoculated with the swabs. These cultures were later 
subcultured to nutrient agar; staphylococcal colonies 
were identified and tested for coagulase production. 
There was only a slight difference between the number of 
carriers among soldiers and’ the number ‘among 
villagers. The carrier rate was 27-3% of all Africans, 

of whom 22:6% showed the organisms in the naso- 
pharynx, 11% on the skin, and 6-3% both on the skin 
and in the nose. The figures for Europeans were in all 
cases higher, being 42, 38, 17, and 13 respectively. The 
corresponding figures for Europeans reported by Mills 
et al., in 1944 were 47-4% (nose), 18-4% (skin), and 
11 ‘TY, (nose and skin). Hence the open air life with 
daily baths and laundering has little effect in decreasing 
the carrier rate of staphylococci in Europeans living in 
the tropics. In 18 cases of pyomyositis coagulase- 
positive cocci were found in the abscesses, and in 13 of 
these 18 cases the organisms were isolated also from the 
nose; in 2 other cases septic abrasions on the leg were 
probably the portal of entry. Further work is necessary 
to determine whether the nose is likely to be the portal 
of entry in cases of pyomyositis. 

[Such further work might include phage (or serological) 
typing of pyomyositis strains and of nasal and skin strains 
from patients found to be carriers.| G. 7. L. Archer 


1219. Mauriac’s Syndrome (Retardation of Growth with 
Hepatomegaly and Disturbance of Fat Distribution in the 
Diabetic Child) and its Relation to Von Gierke’s Disease. 
(Le syndrome de Mauriac (retard de taille avec hepato- 
mégalie et troubles de la répartition des graisses chez 
Yenfant diabétique) et ses rapports avec la maladie 
glycogénique de Van Creveld-van Gierke) 

R. Houvet. Annales Paediatrici [Ann. Paediat., Basel] 168, 
113-133 and 176-194, March and April, 1947. 1 fig., 
37 refs. 


This paper, in two parts, deals with the syndrome first 
described by Mauriacin a number of papers, the references 
to which are given. 

About 30 cases of the syndrome have now been 
recognized. It is acondition of young children who have 
an enlarged liver without splenomegaly, but who are 
retarded in growth and in whom there is some alteration 
in the peripheral fat distribution; symptoms of diabetes 
follow within a few years. Of the patients described 
75% were recognized diabetics by the age of 6. The 
abdomen is markedly protuberant, but wasting does not 
appear to be a prominent feature. The sexes are equally 
affected. Comparisons are drawn between this condition 
and von Gierke’s syndrome, a type of hepatomegaly 
described a few years before Mauriac’s original com- 
munication. In von Gierke’s disease, however, hypo- 
glycaemia and hypersensitivity to insulin are usually 
found without hyperglycaemic response to adrenaline, 
and it is generally accepted that the liver enlargement is 
due to an enormous store of non-mobilizable glycogen. 
Indeed, these biochemical signs are so clear cut that a 
diagnosis of von Gierke’s disease can be made almost 
with certainty. In Mauriac’s syndrome, as the present 
author admits, biochemical changes are not very numerous 
or consistent, and much further investigation is needed. 
Nevertheless, it seems fairly clear that the biochemistry 
in this group is quite different from that of von Gierke’s 
disease and resembles that of the true diabetic. 

Histological examinations have yielded varying results, 
some of the group showing a large increase of liver 
glycogen. There did not, however, appear to be an 
absence of the glycogen-splitting ferment, nor were there 
excessive glycogen deposits in the kidney. On the other 
hand, some of the cases showed considerable hepatic 
overloading with lipids with variable amounts of 
glycogen. 

No definite conclusion is reached regarding the 
aetiology which, however, is fully discussed. The author 
thinks that the problem is likely to remain unsolved until 
the disease can be reproduced in animals. The two 
theories which appear to receive the most support are: 
(1) that there is a deficiency in “ lipocaic ” a pancreatic 
hormone supposed to inhibit fatty degeneration in the 
liver and whose absence is related to instability of the 
glycogen metabolism; and (2) that there is a deficiency 
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of the glycogenolytic hormone of the anterior pituitary, 
thought to be secreted after the intake of glucose by the 
mouth. [Curiously enough the work of Raab (Endo- 
crinology, 1930, 14, 383) and others on the influence of 
the pituitary on the distribution of fat between the liver 
and periphery is not mentioned.] 

No specific therapy has been effective, though good 
results are claimed for the use of pancreatic extracts, and 
attempts have been made to supply glycogenolytic 
hormone. The only definite finding in this respect is 
that the diabetes is very difficult to keep under proper 
control. War conditions made follow-up of most of the 
cases quite impossible, and dietetic measures and insulin 
administration were rarely carried out in a proper manner. 
Social conditions which did not permit long-term 
observation prevented any conclusion regarding the 
prognosis. 

[This is a good and interesting paper and would seem 
clearly to differentiate Mauriac’s hepatomegaly from the 
other recognized primary types occurring in children. 
Until a long series has been fully investigated and observed 
no final conclusions can be drawn as to the fundamental 
nature of the changes involved. The classification of this 
very complex group of diseases by the use of personal 
names seems likely to lead to further confusion as the 
number of different syndromes recognized continues to 
increase. ] Patrick Mallam 


1220. Treatment of Infantile Diarrhoea with Pectin- 
Agar. (Le traitement de la diarrhée infantile par le 
pectine-agar) 

R. Petit. Acta paediatrica Belgica [Acta paediat. belg.|1, 
50-69, 1946-1947. Bibliography. 


The history of the use of apples in the treatment of 
diarrhoea is outlined. This treatment traceable in folk- 
lore was given serious medical support in 1890 and used 
in Germany in 1926 by Heisler. In 1929 the apple diet 
for use in paediatrics was devised by Moro in Germany. 
A sieved preparation of peeled apples was administered 
for 36 to 48 hours, and supplemented with water or weak 
tea to cover daily fluid requirements. To this regime all 
diarrhoeas—of dietetic, infective, or parenteral origin— 
were claimed to respond, though chronic forms, as in 
coeliac disease, were liable to relapse after initial response. 
This diet was not suitable for patients under 6 months 
of age, and for infants a modification with apple juice 
diluted with water or tea was substituted successfully. 
Another modification, dehydrated powdered apple, has 
been introduced commercially and has the advantages 
over the raw fruit regime of simplicity and availability. 
This is claimed to be as successful as other methods of 
apple treatment. The author points out that other 
fruits besides apples have been used with equal success 
by some workers. He quotes cases from his own 
experience to show the successful use of both raw and 
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powdered apple diets in infants and children suffering 
from diarrhoea. 

Change in the bacterial flora of the intestine, an 
astringent effect of tannins, a vitamin action, and the 
mechanical effect of a large intestinal column of cellulose 
are mentioned in a discussion of the action of the diet, 
but pectin is considered to be the chief factor. Pectin 
is known to possess haemostatic and mild bactericidal 
properties which may assist its anti-diarrhoeal action. 
This last depends on the presence of an inert accom- 
panying substance, such as cellulose. Purified pectin is 
ineffective in checking diarrhoea; possibly it is absorbed 
or digested. The conjugation of pectin with agar-agar 
is claimed by the author to give results at least equal to 
those obtained with the apple diet. The formula he 
used was: pectin 6-3%, agar-agar 4-3%, dextrin-maltose 
89-4%. This powder is added to milk in proportions of 
1:3 by weight (1:2 under 6 months), with sugar as 
usual. This mixture is given 8 times a day to the 
infant or child, the total fluid intake being made up with 
water. A minimum of 3 days’ treatment is advised, the 
passage of a formed stool being the indication for a 
gradual transition to normal diet. 

[The claims for the apple diet seem extravagant, and 
no clinical details are provided of cases treated by the 
pectin-agar method.] M. MacGregor 


1221. Sulphonamide Shock in Infantile Diarrhoea. (El 
choque sulfamidico en las diarreas infantiles) 

A. Montero RopriGuez. Medicina Espafiola (Med. 
esp.] 17, 127-140, Feb., 1947. 2 figs. 


Diarrhoea in 155 infants was treated with sulphon- 
amides with 100% recovery rate. The same dose per 
kilo body weight was given whatever the type of diarrhoea, 
the diet alone being altered foreach case. Sulphathiazole 
was first tried, in doses of 0-1 to 0-15 g. per kilo per day, 
with some success. Later the doses were increased to 
0:2 to 0-4 g. per kilo 2 or 3 times daily. Cure was usually 
effected in 24 or 48 hours. “‘ Irgafen ” (N-3, 4-dimethyl- 
benzoyl sulphanilamide) was used later in 2 doses of 
0-15 g. per kilo, and also “* pentaldiazine ’” (p-amino- 
benzene sulphamide-4,6-dimethylmetadiazine) in 2 doses 
of 0-3 g. per kilo. The author attributes his success to 
the large doses used in the short period; no toxic effects 
were seen, nor did any cases go on to chronic marasmus. 

[No bacteriological examinations are described, nor is 
it stated whether there was any selection of cases.] 

J. G. Jamieson 


1222. Results Obtained by Streptomycin Treatment in 
8 Cases of Diarrhoea with Bacterium coli and Proteus 
in the Stools. (Resultados obtenidos en 8 casos de 
diarrea con Escherichia coli y Proteus en las evacuaciones 
tratados con estreptomicina) 

A. Acutrre, A. AGUAYO, and L. Benavipes. Boletin 
Médico del Hospital Infantil (Bol. méd. Hosp. infant.) 4, 
4-23, Jan.—Feb., 1947. 3 refs. 


Eight cases of severe infantile diarrhoea are described. 
The common symptoms were fever, persistent diarrhoea 
with blood in the stools in 4 cases, anorexia, abdominal 
meteorism, dehydration (often very intense), and, in 
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many cases, secondary oto-pharyngeal congestion. In 
all cases colon bacilli were found in the stools. Bacterium 
coli-gomez and Proteus were each found in 3 cases. In 
7 cases tested both organisms proved susceptible to 
streptomycin. Intensive treatment with sulphonamides 
and, in 4 cases, with penicillin failed completely. Sympto- 
matic treatment was maintained during the whole course 
of the disease. Streptomycin was used after other drugs 
had failed. It was injected 3-hourly, the dose and length 
of administration varying from case to case. 


The first patient (aged 6 months, weight 6-55 kg.) 
received from the forty-first day of the disease 50,000 
units 3-hourly to a total of 1,000,000 units, when 
administration was discontinued because fever returned, 
ascribed to the antibiotic. Improvement was noted 
3 days later, but 15 days elapsed before the patient 
finally recovered. The second patient, aged 7 months, 
received from the seventeenth day 62,500 units 3-hourly 
(total 2,000,000). The child was discharged from the 
hospital apparently cured, but had a relapse 10 days 
later. Permanent cure followed administration of an 
additional 1,000,000 units. Of interest in this case is 
the discovery of Bacterium coli-gomez in the stools of 
a carrier, a cook in the house, and in those of the child 
during the relapse. The third patient, aged 5 months, 
who was gravely ill, received from the eighteenth day 
100,000 units 3-hourly continued for 60 hours. There 
was a transient improvement, and 2 days later strepto- 
mycin was again given at the former rate. At the end 
of 4 days urticaria appeared, but faded away a few hours 
later when the dose was reduced to 50,000 units. The 
child received a total of 6,000,000 units. Cure was 
complete 6 days after the end of treatment. The fourth 
patient received from the thirty-third day 100,000 units 
3-hourly for 24 hours and then 50,000 units 3-hourly to 
a total of 3,000,000 units. The child recovered 3 
days later. The fifth patient, aged 6 months, received 
100,000 units 3-hourly for 48 hours, reduced subsequently 
to 50,000 units per dose to a total of 4,000,000 units, 
All symptoms subsided except fever, which also dis 
appeared when streptomycin was discontinued. The 
sixth patient, aged 8 months, was given 100,000 units 
3-hourly for 48 hours and subsequently 50,000 units to a 
total of 4,000,000 units. A temporary improvement 
during the first days of treatment was followed by an 
exacerbation and the child died from peritonitis and 
secondary bronchopneumonia. Laboratory tests proved 
that although the colon bacilli with salmonella antigens 
VI and XVIII were still sensitive to streptomycin, 
Bacterium coli-gomez (XXXV), isolated with the two 
other species from the stools of the child, had developed 
a marked resistance to the antibiotic. In the seventh 
patient, the general condition deteriorated steadily, and 
on the twenty-third day icterus appeared. On the 
twenty-fourth day streptomycin administration was 
begun at a rate of 100,000 units 3-hourly to a total of 
4,000,000 units. After a temporary improvement during 


' treatment the child started to go downhill, and died 


from bronchopneumonia and paralytic ileus secondary 
to the bowel infection. Colon bacilli XXXV and XXX 
found in the stools were initially sensitive to streptomycin, 
but no later test was made. A hepatic lesion might have 
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precipitated the termination. The eighth patient 
received 100,000 units of streptomycin 3-hourly for 4 
days, and then 50,000 units 3-hourly for 2 days. An 
uneventful recovery was complete 6 days after the end of 
treatment. 

As a result of their experience the authors recommend 
a dose of 100,000 to 150,000 units of streptomycin per 
kilo per day, according to the severity were 

A, Lilker 


1223. Study of Sugar Metabolism of the Newborn and 
Infants on the Basis of Double Glucose and Galactose 
Tolerance Tests. (Beitrage zum Zuckerstoffwechsel 
Neugeborener und Sduglinge auf Grund Doppel- 
belastungen mit Glucose und Galactose) 

L. Barta and A. Sass-KortsAk. Paediatria Danubiana 
[Paediat. danub.] 1, 88-112, Feb., 1947. 4 figs., 33 refs. 


This article records an interesting and probably unique - 


series of sugar tolerance tests with glucose and galactose 
on newborn infants, some within 12 hours of birth, and 
on infants from 1 to 20 months old. In the majority the 
results were very similar to the adult response. Galac- 
tose was usually perfectly tolerated, no increase occurring 
in the blood after 6 to 10 g. had been given; glucose was 
sometimes less perfectly tolerated. A second dose of 
the sugars, to evoke a Staub-Traugott reaction, gave 
irregular results. It is suggested that abnormally high 
curves are due to “ functional lability ” of the liver. 
R. D. Lawrence 


1224. Prophylaxis of Upper Respiratory Infections in 
Children by Oral Penicillin and Influenza Virus Vaccine 
Inoculation 

J. H. Lapin. Archives of Pediatrics {Arch. Pediat.] 64, 
121-131, March, 1947. 39 refs. 


One hundred children unusually susceptible to upper 
respiratory infections were given prophylactic treatment 
for 1 year; 100 similarly susceptible children were used 
as controls. All the children had had four or more 
attacks of febrile upper respiratory infection a year. 
They were town dwellers, aged from 6 months to 10 years, 
and there were equal numbers of boys and girls. Many 
had had recurrent tonsillitis, cervical adenitis, otitis 
media, and bronchitis with or without broncho- 
pneumonia; a number had had acute sinusitis. In the 
treated group there had been an incidence of 565 febrile 
upper respiratory infections in the previous 12 months, 
and in the control group an incidence of 374. 

The treated group received two injections of influenza 
virus vaccine at weekly intervals, except for 2 children 
who reacted ‘severely after the first injection. The 
author finally concluded that one or two injections only 
should be given each season, perhaps at intervals of 
3 to 4 months, and egg-sensitive children should be 
excluded. All in this group received 25,000 units of 
penicillin in tablet form three times a day for 3 days, 
then one half-tablet (12,500 units) twice a day for the 
remainder of the 12 months. The first dose was given 
before breakfast and succeeding doses 1 hour before 
meals. During the period of study the treated group 
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had only 39-2% of the number of upper respiratory 
infections which they had had in the previous year and 
only 20-6% of the number of days of fever, though many 
of the children had coryza, conjunctivitis, rhinitis, ang 
slight throat infections without fever. In the childrep 
with large tonsils and adenitis the local conditions 
remained unchanged. In the allergic children symptoms 
of allergy still appeared, but with less bronchopneumonia 
or fever. There were no ill effects of penicillin therapy, 
Failures occurred: (1) in older children, due to inade. 
quate dosage (better results were obtained later with 
increased doses); (2) in infections due to penicillin 
resistant organisms; (3) in infections due to influenza 
virus other than A and B; (4) from lack of sufficient 
immunity to A and B virus; (5) from other pneumo- 
tropic virus infections. In the untreated group there was 
practically no change. , 

The author did not attempt penicillin blood 
estimations. American studies (Serger, Amer. J. med, 
Sci., 1946, 212, 90 and Ross et al., J. Amer. med. Ass., 
1945, 129, 327) show that five times as much penicillin 
must be given orally as intramuscularly to obtain the 
same blood concentration. Bodian found that 21,000 
units injected intramuscularly into a 1-year-old child 
weighing 20 Ib. (9 kg.) gave a penicillin level of 0-16 units 
per ml. after 1 hour. The minimal effective level 
required to inhibit the Oxford strain of Staphylococcus 
aureus is 0-02 to 0-03 units per ml. The author therefore 
concludes that inhibiting levels in children can be obtained 
by administration of 12,000 units orally twice a day. 
Fear of producing resistant organisms may be exaggerated 
since an acquired in vitro resistance to penicillin may not 
be of great consequence therapeutically. The group of 
treated children, if penicillin had produced penicillin- 
fast and virulent organisms, would have had severe 
upper respiratory infections not responding to administra- 
tion of the drug. These did not occur. 

B.S. P. Gurney 


1225. Massive Single-dose Chemotherapy in Pneumonia 
in Children. [In English] 

B. H. HessetMan. Acta Paediatrica [Acta paediatr., 
Stockh.] 34, 46-62, March 15, 1947. 1 fig., 19 refs. 


The method of single-dose chemotherapy in pneu- 
monia was introduced by Platt, in 1940, with sulpha- 
pyridine. The dose is calculated on the basis of 0-15 
to 0-3 g. per kilo of body weight according to the child’s 
age, the highest dose being given to infants under 1 year. 
The advantages are: less disturbance to the child, less 
work for the nursing staff, and fewer toxic effects. Platt 
treated 41 children, of whom 2 died. Four deaths 
occurred among 24 cases used as controls. In 37% of 
his cases a secondary rise in temperature occurred on the 
second or third day, which appeared to be of no clinical 
significance and was considered to be “ drug fever”. 
Various other workers have repeated this experiment 
with good results. 

The author has treated by the single-dose method 200 
cases of pneumonia and 26 cases of capillary bronchitis 
admitted to hospital between March, 1941, and July, 
1945. Ten patients were moribund on admission and 
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died within 24 hours; they have not been included. 
Complete blood counts were made on admission and 
2 to 3 times a week during the first week with a daily 
leucocyte count. The urine was examined daily, and 
blood sulphonamide levels were estimated at 1, 3, 6, 
12, 18, 24, and 36 hours. Eighteen patients were given 
sulphapyridine, 74 sulphathiazole, and 103 “ sulpha- 
dimin ” (sulphadiazine). Dosage was 0-3 g. per kilo 
body weight under 3 and 0-2 g. per kilo over 3 years. The 
fluid intake was restricted for 4 hours after the single 
dose in order to increase blood concentration of the drug. 
Parenteral administration was used for children -under 
1 year or for, those who were very ill; 0-1 g. per kilo of 
body weight was given intramuscularly in a 20% solution 
diluted with twice the volume of normal saline. 

Of 195 cases treated 24% had to be treated with con- 
tinuous chemotherapy afterwards. The temperature 
usually fell by crisis within 24 hours in 65% of cases; in 
only 3 cases was the fall delayed to 72 hours. In younger 
children the pulse often remained high till the fifth or 
seventh day. A secondary rise of temperature lasting 
not more than 24 hours occurred in 14% of cases. Addi- 
‘tional continuous therapy was given in 48 cases. In 
7 it was thought to have been prescribed unnecessarily 
for a secondary rise of temperature of the “ drug fever ”’ 
type. In 9 cases there was radiological evidence of 
spread and in 21 cases the general condition was still 
considered poor, while 2 cases developed otitis, 3 
pleurisy, 1 a lung abscess, and 1 chronic pneumonia. 
Sulphonamide blood levels were estimated in 162 cases. 
The maximum levels were reached in from 3 to 6 hours 
after giving the dose by mouth, and in from 1 to 3 hours 
after parenteral administration. Levels above 4 mg. 
per 100 ml. are usually still present after 18 to 24 hours. 

The total mortality rate was 5 to 6%. For infants 
under 1 year the rate was 19-2%, but in 6 of these, and 

“also in 2 cases in the 1-2 age group, the pneumonia 
occurred as a complication of serious congenital ab- 
normality. If these cases are excluded the mortality is 
reduced to 2-1%. Complications consisted of an 
empyema in 2 infants, both of whom died, a lung abscess 
in 2, and otitis media in 2. In 1 case local necrosis 
followed intramuscular injection. 

Twenty-six cases of capillary bronchitis were treated 
by an intramuscular massive dose of 0-1 g. per kilo of 

“body weight. Six required additional chemotherapy. 
Nine children died, but 5 of these were moribund on 
admission and died in 24 hours. Mary J. Wilmers 


1226. Paroxysmal Tachycardia and Flutter in the New- 
born. (Zur Frage der paroxysmalen Tachykardie und 
des Herzflatterns in den ersten Lebenswochen) 

E. FriseLt. Acta Paediatrica [Acta paediatr., Stockh.] 34, 
30-45, March 15, 1947. 3 figs., 21 refs. 


Paroxysmal tachycardia and flutter in the newborn are 
rare but important, since they may be fatal but respond 
readily to digitalis. Cases of paroxysmal tachycardia 
have been described in various periods of infancy, but 
no case of flutter in infancy after the first 2 weeks has 
been described. Only cases of paroxysmal tachycardia 
occurring in the first 2 weeks of life are considered here. 
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In paroxysmal tachycardia in adults the pulse rate is 
between 150 and 200 per minute; in infants it may be as 
rapid as 250 to 300 per minute. In auricular flutter the 
Tesponse of the ventricles to auricular contraction may 
vary from time to time in the same individual. The 
normal pulse rate in the neonatal period is 110 to 140, 
and it may rise to 180 or more if the infant is restless or 
ill. At this rate the pulse is difficult to count, and no 
doubt paroxysmal’ tachycardia or flutter is frequently 
missed and is often only diagnosed electrocardiographic- 
ally. Pulse rates of over 200 should arouse suspicion. 
Signs of heart failure may develop very late and be 
atypical; drowsiness, refusal of feeds, and vomiting may 
be symptoms. Little is known of the aetiology of these 
conditions. Of the 37 cases under 1 year old described 
in the literature, congenital heart disease was present 
in 3 (confirmed at necropsy) and suspected in 4. It 
has been supposed that these arrhythmias are due to a 
lack of central or autonomic nervous system control; 
this would perhaps account for the frequent onset soon 
after birth. Even the electrocardiogram may be very - 
difficult to interpret; unless a P wave is clearly shown or 
the response in auricular flutter is less than 1: 1, the 
distinction between flutter and paroxysmal tachycardia 
may be impossible. 

Seventeen cases have been collected from the literature; 
the electrocardiograms show that rates of over 300 were 
present in flutter and under 300 in paroxysmal tachy- 
cardia. It is striking that in the newborn signs of heart 
failure may be minimal; signs frequently found are 
raised respiratory rate (60 to 80 per minute), slight 
cyanosis, and enlargement of the liver; there may also 
be signs of pulmonary congestion and slight cardiac 
enlargement. 

Many drugs—morphine, quinine, quinidine, physo- 
stigmine, pilocarpine, and various sedatives—have been 
used in treatment without success; on the other hand, 
digitalis is very effective. This drug must be given 
cautiously; one case is described in which, after 0-1 g. 
digitalis intramuscularly, the heart rate slowed from 272 
to 143 in 1 hour and immediately afterwards two short 
attacks of ventricular fibrillation occurred. Complete 
heart-block has also been noted after digitalis administra- 
tion. The dose required for full digitalization should be 
calculated according to the weight of the infant, 0-05 to 
0-1 g. being given as an initial dose and 0-05 g. then 
repeated as required. Alternatively, half the full dose 
for digitalization may be given at once and one-quarter 
after 4 hours. Normal rhythm is usually re-established 
in from a few hours to 2 days. The effects of treatment 
are difficult to assess on account of the tendency to 
spontaneous remission in the newborn. In one of the 
17 cases described digitalis had no effect, but later the 
condition cleared up without further treatment. On 
the other hand, 2 of the 17 infants died without other 
demonstrable cause than the paroxysmal tachycardia. 
One infant had recurrent attacks and relapsed in spite 
of digitalis; the condition was not diagnosed until the 
child was 4 months old, although symptoms had been 
present intermittently from birth. . 

The author describes a case in which cardiac irregularity 
was diagnosed ante partum. The electrocardiogram 
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showed a 2 : 1 block with an auricular rate of 440. The 
infant had a heart rate of 220 for 4 weeks without any 
symptoms. At 4 weeks, digitalis 2-5 mg. 3 times a 
day was started and the rhythm became normal after 
4 days, the dose being reduced to 2-5 mg. daily for a 
further 5 days and then discontinued. No relapse 
occurred. Mary J. Wilmers- 


1227. Substitution Transfusion: A New Treatment 
for Severe Erythroblastosis Fetalis 

H. WALLERSTEIN. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 73, 19-33, Jan., 1947. 
46 refs. 


A method is described of substitution transfusion given 
immediately after birth in the sub-icteric stage of haemo- 
lytic disease of the newborn to prevent subsequent 
damage to the liver and brain. Hepatic damage in cases 
of icterus gravis by excessive red-cell haemolysis and a 
reactive liver haemopoiesis has been recognized. If 
* this is to be avoided the end-products of haemolysis 
must be removed or their formation prevented. This 
may be done by withdrawal of the infant’s Rh-positive 
cells and their replacement by harmless Rh-negative 
cells. Withdrawal and replacement should be carried 
out simultaneously. The technique is as follows: 
(1) Isotonic saline or pooled plasma is infused into an 
arm vein. (2) Blood (50 to 60 ml.) is withdrawn by 
syringe from the longitudinal sinus. (3) Rh-negative 
blood of a compatible group replaces the plasma or saline 
infusion. (4) When an estimated substitution of 80% 
has been accomplished the needle is removed from the 
fontanelle. The estimate is based on the infant’s weight, 
counting the total blood volume as 10%. (5) The 
infusion is continued until 75 to 100 ml. of Rh-negative 
blood has been given in excess of the amount recovered, 
10 ml. of 10% calcium gluconate being injected into the 
vein to counteract the citrate in the blood or plasma. 
The procedure takes from half to 14 hours. Alternatively 
blood may be withdrawn from a small branch of the 
radial artery at the wrist. It is difficult to obtain enough 
blood from superficial veins. [Withdrawal of blood 
from the longitudinal sinus is not without its dangers in a 
jaundiced baby.] 


Details of cases are given in all of which the prognosis 


was considered grave. Seven patients recovered and 
2 died, both of whom might have recovered if treat- 
ment could have been started in the first 24 hours of 
life. Emphasis on the anaemia as the indication for 
treatment is an error; the protection of the liver is the 
primary indication. About 30% of cases of haemolytic 
disease show liver damage and 10% kernicterus; until 
these changes can be accurately forecast substitution 
transfusion should be used in all cases. If cases are to 
be selected the following are the most helpful criteria: 
(1) multiparity with a history of erythroblastosis in 
previous pregnancies; (2) serological studies; (3) during 
delivery, the presence of icteric amniotic fluid; (4) an 
excessively large pale placenta; (5) excess of nucleated 
red cells in the blood in the cord. With such indications, 
preparations should be made to start substitution 
therapy as soon as the baby is born. A. G. Watkins 


1228. Capillary Fragility and Menses in Rheumatic 
Girls 


E. E. BRown and V. P. Wasson. Journal of Pediatrics 
[J. Pediat.] 30, 455-458, April, 1947. 23 refs. 


This paper discusses the menstrual cycle and capillary 
resistance in 28 ambulant rheumatic girls. It is noted 
first that values for capillary resistance vary with season 
and age, and that capillary resistance is low in strepto- 
coccal infection, measles, and pneumonia ; at the same 
time the menses may be excessive or early in onset. 
The average age in this group of patients was 13-4 years, 
and capillary resistance was 17-4 cm. of mercury as 
compared with 27 cm. in non-rheumatic subjects. The 
onset of the menstrual cycle tended to be early in the 
group (11-9 years as contrasted with 13-5 years for 
American girls); bleeding lasted longer and was more 
frequent. Capillary resistance was markedly high in 
autumn as compared with February, March, and April. 
The work rules out the likelihood of vitamin-C deficiency 
being the cause of this, and suggests that a more likely 
cause is variation in streptococcal toxin. Rheumatic 
fever is common in the autumn, but the peak of both. 
streptococcal and rheumatic activity is reached in the 
spring. Beryl Twyman 


1229. The Treatment of Enuresis in Children by means of 
Chorionic Gonadotropin 

M. S. CrorFARI and H. G. Ciark. Archives of 
Pediatrics [Arch. Pediat.] 64, 61-64, Feb., 1947. 3 refs. 


Sixteen children between the ages of 3 and 15 with 
enuresis but without any pathological lesion of the 
genito-urinary tract were treated with injections of 
chorionic gonadotrophin containing 500 units per ml. 
Dosage began with 0-1 ml. twice weekly, increasing 
according to tolerance up to 1 ml. twice weekly, of which ° 
0-1 ml. to 0-2 ml. was given intradermally and the rest 
subcutaneously. The following were the results of a 
3-year follow-up: 43-8% werecured; 50% were improved; 
6-2% were complete failures. N. M. Jacoby 


1230. Pathogenesis of Mongolism 

T. H. INGALLS. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 73, 279-292, March,- 
1947. 4 figs., 34 refs. 


The view is expressed that, whatever the cause of 
mongolism may be, the condition originates between the 
sixth and ninth week of foetal life. Pathological studies 
of mongolism show that no system escapes at least 
occasional anomalous development. The various defects 
encountered are reviewed, and observations are made on 
the findings at 50 necropsies. 

The essential cranial abnormalities were moderate 
microcephaly, brachycephaly, and dwarfism of the 
basilar bones, glabellum, nasal bones, and maxilla. The 
brain tended to conform to the shape of the skull. The 
changes in the skull may be due to retarded development 
of the spheno-occipital epiphyseal mechanism. This 
change is found when epiphyseal growth is interfered with 
by such conditions as syphilis and cretinism. There is 
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little evidence to supp ort the view that vascular anomalies, 
either traumatic or developmental, play any part. It is 
thought that the developmental abnormalities found in 
mongolism originate before the third month of gestation 


and represent an arrest or disturbance of growth during’ 


the sixth to ninth weeks. The association of cranial and 
skeletal abnormalities suggests that precartilage and 
membranous ossification centres are affected in chance 
combination. The comparison is made with foetal 


abnormalities found after maternal rubella. 


A. G. Watkins 


1231. Multiple Congenital Defects Following Maternal 
Varicella. Report of a Case 

E. G. LAroret and C. L. Lyncu. New England Journal 
of Medicine [New Engl. J. Med.] 236, 534-537, April 10, 
1947. 24 refs. 7 


Investigations by Gregg and others in Australia have 
shown that there is a very close association between 
rubella in. early pregnancy and congenital defects in the 
baby, and a suspicion is growing that the incidence of 
congenital malformations following other maternal virus 
infections in pregnancy may be equally high. The 
authors report in detail a case of maternal varicella in 
the eighth week of pregnancy, followed by delivery at 
term of an infant with very extensive developmental 
defects. To cause severe developmental defects, varicella 
or other virus disease must apparently occur in the first 
trimester of pregnancy. This susceptibility during early 
pregnancy may be due to the fact that young and 
relatively undifferentiated cells are much more susceptible 
to noxious agents than are the more mature cells in the 
later stages of pregnancy. 

The significance of such cases must, however, be 
accepted with caution, as it is not known how often virus 
infections occur without congenital malformations and 
how often malformations occur without virus infections. 
In a review of the literature the authors were unable to 
find any references to a case similar to the one they 
describe. Jas. M. Smellie 


1232. Pemphigus of the Newborn. (Le pemphigus des 
nouveau-nés) 

J. Memecue. Acta Paediatrica Belgica [Acta paediat. 
belg.| 1, 29-50, 1946-1947. 


In the first part of this paper the author, after sketching 
the historical separation of pemphigoid conditions of the 
newborn one from another and suggesting a classifica- 
cation in terms of bacterial cause, describes the clinical 
appearances of pemphigus neonatorum, emphasizing the 
absence of crusting, the maximum incidence on abdomen 
and thighs on the second to the seventh post-natal day, 
the duration (1 to 2 weeks) with possible relapse, and the 
absence of fever or constitutional disturbance. The 
common complication is conjunctivitis, but furunculosis, 
lymphadenitis and, rarely, septicaemia may occur, and 
gangrene of the limbs may be seen. The rare but grave 
exfoliative form of the disease (malignant pemphigus) 
is described; it is characterized by rapid extension of 
the lesions, pronounced general symptoms, and the 

M—2B 


presence of Nikolsky’s sign; it is usually fatal in 24 to 
48 hours. Histologically the distinction between this 
and the milder form is that the latter is confined to the 
stratum granulosum of the epidermis, while the former 
extends more deeply, involving the corium. 

Evidence is presented to show that every case is due to 
a staphylococcal infection of external origin. The incuba- 
tion period is 1 to 5 days, and mortality varies from 1 to 
2% in sporadic cases to the neighbourhood of 100% in 
epidemics. Differential diagnosis includes epidermolysis 
bullosa, burns, Leiner’s erythrodermia, and dermatitis 
medicamentosa. Prophylaxis, which is more important 
than treatment, includes attention to the hygiene of 
mothers, nurses, and attendants on the infants. Visiting 
should be minimal. For treatment application of 
penicillin ointment is best; failing that the author 
recommends potassium permanganate bathing, opening 
the bullae, and application of mercurochrome and 
sulphonamide powder, with heliotherapy and systemic 
administration of penicillin if required. - The hydration 
of the infant must be maintained. 

In the second part of the paper the author considers 
cases of pemphigus occurring in the maternity depart- 
ment of the Hospital of St. Pierre in Brussels in the period 
1931 to 1944. From 1933 to 1941 there were 171 cases 
in 8,230 deliveries (2%). The incidence was greatest in 
1934 and fell steadily till 1936, after which it remained 
approximately level until 1941. In this period mortality 
was 1:75%. At the same time the incidence of staphy- 
lococcal complications in the mothers of this group was 
13-4%, contrasted with a general incidence of only 
2:25%. Breast infections constituted over 50% of these. 
Close parallelism was shown in the bacteriology of the 
maternal lesions and of the contents of the infants’ 
bullae. There was no relation between the vaginal flora 
of the mothers and the contents of bullae, nor was the 
incidence of pemphigus related to the complications of 
labour. 

In 1943 and 1944 pemphigus increased in incidence to © 
7:38 and 9-68% of deliveries respectively, the peak 
incidence being in May, 1944. [his increase, which was 
shared by other maternity units, is considered by the 
author to be due to a general relaxation in standards of 
hygiene resulting from the war. He notes that premature 
infants were less affected than larger babies; this is 
attributed to better nursing. The following appeared to 
have no influence:~the race of the infant, the type of 
feeding, and the maternal vaginal flora (several cases 
occurred after Caesarean deliveries). Most cases 
started after the fifth day. The use of a subcutaneous 
vaccine [presumably of killed staphylococcal organisms] . 
within 24 hours of birth did not influence the incidence 
but seemed to delay the time of onset. Mortality in 
these 2 years was nil. M. MacGregor 


1233. Juvenile Osteopetrosis. Metabolic Studies in 
Two Cases and Further Oliservations on the Composition 
of the Bones in This Disease 

J. B. Pincus, I. F. GitTLeMan, and B. KRAMER. Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. Child.] 
73, 458-472, April, 1947. 5 figs., 16 refs. . 
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1234. Water and Salt 

H. L. Marriott. British Medical Journal (Brit. med. J.] 
1, 245-250, 285-290, and 328-332; Feb. 15, March 8, 
and March 15, 1948. 9 figs., 21 refs. 


These papers embody the Croonian Lectures delivered 
to the Royal College of Physicians, London, in December, 
1946. The first paper summarizes our fundamental 
physiological knowledge of body water and salt, and 
discusses the diverging osmotic pressure changes in the 
body fluids which result when either water or salt deple- 
tion occurs. The water balance of the body, minimal 
water requirements, and the causation and effects of 
pure water depletion are discussed. Cases of water 
depletion are classified into 3 grades: (1) Early.— 
Definite thirst is the only sign; the deficit is about 2% of 
the body weight, equivalent to 1-5 litres in a 70-kg. man. 
(2) Moderately severe (3 to 4 days without water).— 
Marked thirst, oliguria, weakness, and slight personality 
changes are noted, but the subject is still capable of fair 
effort; the deficit is about 6% of body, weight (4-2 litres 
in a 70-kg. man). (3) Very severe.—Here in addition 
there is a marked impairment of mental and physical 
capacity; the deficit ranges from 7 to 14% of body weight, 
or 5 to 10 litres in a 70-kg. man. The paper closes with 
a resumé of the body sodium chloride balance, the results 
which have been observed in both positive and negative 
salt balance, the physiological functions of salt, and the 
renal regulation of extracellular sodium and chloride 
ions. 

The second paper describes the causation of pure salt 
' depletion and its consequences. The author shows how 
an understanding of the resultant physico-chemical 
changes, particularly in regard to osmotic pressure, 
illuminates the clinical"findings and the blood and circu- 
latory changes. The effects due to the disturbance of 
the acid-base equilibrium are discussed, and a quantitative 
correlation of clinical and pathological manifestations 


with the degree of salt depletion is attempted. The - 


author divides the degree of salt depletion into 3 
grades: (1) Slight to moderate, with absence of 
chloride in the urine (except in Addison’s disease), 
indicating a deficit of up to 0-5 g. sodium chloride per 
kilo body weight; this represents a deficit of up to 4 litres 
of isotonic saline in a 70-kg. man. (2) Moderate to 
severe depletion, absence of chloride in the urine with 
anorexia but with a systolic pressure above 90 mm. Hg 
and a deficit of 0-5 to 0-75 g. salt per kilo body weight, 
equivalent to a deficit of 4 to 6 litres of isotonic saline. 
(3) Severe to very severe depletion, absence of chloride 
in the urine, with apathy, stupor, and vomiting, and a 
systolic blood pressure below 90 mm. Hg, suggesting a 
deficit of 0-75 to 1-25 g. per kilo body weight, or 6 to 10 
litres of isotonic saline in a 70-kg. man. The author 
recommends the use of a quantitative test described by 
Fantus (J. Amer. med. Ass., 1936, 107, 14); 10 drops of 


General 


urine are pipetted with a teat pipette into a test-tube, the 
pipette is rinsed, and 1 drop of 20° potassium chromate 
solution is added by the same pipette. The pipette is 
rinsed again and a 2-9% solution of silver nitrate is added 
drop by drop until there is a sharp colour change from 
yellow to brown. The number of drops of silver nitrate 
solution added to produce the end-point gives the con- 
centration of chloride as grammes of sodium chloride 
per litre. 

The third paper tabulates the comparison of the effects 
of water and salt depletion, and discusses the effect of a 
mixed water and salt depletion when the individuals 
have abnormal losses of secretions without the free intake 
of water. Diagnosis and prevention are also discussed, 
The charting of fluid intake and output is not enough. 


In patients with inefficient kidneys incapable of excreting . 


a concentrated urine, the daily urinary output may need 
to be not less than 1-5 litres. A period of 24 hours is 
too long for a review of output; chloride content and 
volume should be reported 8-hourly; the aim should be 
an excretion of 3 to 5 g. sodium chloride per litre in the 
adult and 570 ml. urine per 8 hours. Attention is called 
to the correct treatment of established deficiencies. In 
pure water depletion patients require water only, and 
particularly is this the case in infants whose kidneys 
cannot deal with a superfluity of salt. In salt depletion 
the wrong treatment consists chiefly in failure to give saline 
and the patient dies of oligaemic circulatory failure. 
Administration of water beyond that required to cover 
unavoidable water losses may have serious consequences, 
In collapse with the pylorus closed, water fills the stomach 
and produces vomiting, which may drown the patient 
whose cough reflex is gravely depressed. In salt deple- 
tion isotonic saline should be given intravenously, but 
as soon as chloride appears in the urine only hypotonic 
saline is required—0-425% for adults, 0-2% for infants— 
until the salt balance appears to be fully restored as 
indicated above in an 8-hourly period. In mixed salt 
and water depletion hypotonic saline is needed. In 
marked peripheral circulatory failure in adults the first 
pint (540 ml.) should be given in 10 minutes, a second 
pint in 15 minutes, a third pint in 20 minutes, a fourth 
pint in 30 minutes, and a pint every 2 hours until blood 
pressure is restored to normal. C. C. N. Vass 


1235. The Pathology of High-altitude Frostbite 

N. B. FriepMAN and R. A. KRITZLER. American Journal 
of Pathology [Amer. J. Path.] 23, 173-187, March, 1947. 
16 figs., 16 refs. 


This is the second of a series of reports on tissue reaction 
to injury by cold, and is based on material from 20 cases 
which occurred among bomber crews. Microscopical 
examination was made of biopsy material removed 
3 days after exposure and of material from amputations 
performed for gangrene 6 to 50 weeks later. Exposure 
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was brief (1 minute to 5 hours) and occurred in young 
men in the late teens and early twenties, who had had 
previous experience of frostbite, at heights of 20,000 to 
27,500 feet and a temperature below —30°C. The lesions 
were usually on the fingers, but there was 1 case of 
frostbite of the buttock consequent upon urination into 
the flying suit. The lesions described are considered 
to be classic examples of injury by freezing, although no 
study was made of the sympathetic nerves. The tissue 
damage is the result of ischaemia, agglutination of the 
red cells leading to thromboses, and an obliterative 
angiitis, rather than of direct action on the tissues. 
E. T. Ruston 


1236. Environment and Fatal Heat Stroke. An Analysis 
of 157 Cases Occurring in the Army in the U.S. During 
World War II 

E. Méilitary Surgeon [Mil. Surg.] 100, 235- 
256, March, 1947. 8 figs., 58 refs. 


Methods of predicting the likelihood of deaths from 
heat may be developed by studying the purely physical 
impact of hot environments on the human body. 
Observations of temperature and humidity at weather 
stations permit the prediction of casualties in given con- 
ditions. The term hyperthermia is used to denote 
increase of heat load when the regulatory mechanism 
fails to establish due heat loss. The limiting levels of 
temperature and humidity, which define a “ heat death 
line”, are shown to impose the same heat stress on the 
body whether in the jungle or the desert. The “ heat 
death line ” also permits prediction of a heavy incidence 
of heat prostration and non-fatal heat stroke among 
healthy but poorly acclimatized young men, wearing the 
army summer uniform, who work for several hours in the 
sun. Heat deaths are found to be caused by the heat 
load, as determined by climate, activity, and body build, 
considered in combination as components of the total 
heat stress. 

According to present data “‘ rapid acclimatization ” for 
1 week or 10 days cannot be expected toconfer complete 
immunity to heat injury on men working in the sun, 
when weather conditions exceed those of the “ heat 
death line’. In one-third of the fatal cases the subjects 
had spent 1 month or less in the heat before death 
occurred; there were as many deaths after 4 weeks’ 
exposure as after exposure for 1 week. Incidence fell 
rapidly with longer acclimatization, the curve of the 
number of deaths becoming nearly asymptomatic at the 
end of 2 months. 

Susceptibility to heat stroke is especially high in persons 
acclimatized to an atmospheric cooling power above a 
certain level (about 600 calories per square metre of 
body surface per hour) when they are exposed to an 
atmospheric cooling power below this level. Three 
cooling power zones are shown on a map of the U.S.A. 
In the most northerly the heat stress seems to be insufficient 
to confer acclimatization to work in the sun when 
conditions are more severe than those of the “‘ heat death 
line”. Persons living in this zone are particularly 
susceptible to heat injury during unusual heat waves or 
excursions to hotterclimates. In the central and southern 


* routes of administration were employed: 


zones, casualty-producing conditions may be expected 
normally. Most fatalities associated with heavy exercise 
occur at relatively low temperatures; when the total heat 
stress is commonly underestimated. D. T. Barry 
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1237. The Use of Isuprel for the Management of Bronchial 
Asthma 

M. S. Secat and J. F. Beaxey. Bulletin of the New 
England Medical Center [Bull. New Engl. med. Center] 9, 
62-67, April, 1947. 1 fig., 8 refs. 


Isuprel [1-(3,4 - dihydroxypheny]l) - 2 - isopropylamino- 
ethanol] a new pneumodilator drug, appeared to be effec- 
tive in relieving the dyspnoea of bronchial asthma. Three 
oxygen- 
aerosolization, with doses of 1 c.c. of 1 : 100 dilution 
every 3 hours; subcutaneous, with doses of 0-2 to 
0-33 c.c. of 1 : 1,000; and oral, with doses of 30 to 90 mg. 
daily. Subjective relief from bronchospasm was 
observed and correlated with improvement in the vital 
capacities. The greater the degree of bronchospasm, 
the greater was the improvement in vital capacity. This 
was also observed in patients with coughing paroxysms 
free of bronchospasm. Undesirable pressor effects 
and tachycardia were minimal and generally corre- 
sponded to the individual’s tolerance to sympathomi- 
metic amines. Reactions may be alarming if more than 
0-5 c.c. of 1 : 1,000 is given subcutaneously. The drug 
should not be used intravenously. Sensitive patients 
should get inhalatory doses of 0-5 c.c. of the 1 : 200 
dilution and subcutaneous doses of 0-1 c.c. of the 
1:1,000 dilution. These doses may be gradually 
increased to determine individual tolerance.—[Authors’ 
conclusions. ] 


1238. Effective Treatment of Extremely Sensitive Hay 
Fever Patients by the Chilling Method 

L. C. Lazarowirz. Journal of Allergy {J. Allergy) 18, 
104-108, March, 1947. 2 figs., 9 refs. 


Chilling of the tissues delays the absorption of injected 
solutions, and this principle was applied in the treatment 
at the Allergy Clinic, New York Post-Graduate Medical 
School, of 30 patients sensitive to ragweed pollen, 26 of 
whom were classified as in group A, the most sensitive 
group. In Group A the maximum dose by the usual 
method of treatment is approximately 500 units. With the 
chilling technique—that is, application of a small ice-bag 
to the outer part of the arm for 15 minutes before and 
after each injection—it was found possible in these 
patients to reach a dose of 500 units in 9 treatments 
(40% of the usual number required), while the average . 
maximum dose was 1,900 units. During 520 treatments 
7 mild and 5 marked reactions occurred. This is a low 
incidence of reactions for this group. The resulting 
clinical improvement was considerably better than that 
obtained in previous years. [Comparative ragweed 
pollen counts for this and previous years are not given.] 
The application of an ice-bag to the skin for 10 minutes 
before intracutaneous skin testing regularly resulted in 
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formation of a smaller wheal and delay in its appearance. 
The ratio of this time to the time without previous 
chilling was a rough measure of the increased tolerance 
of a patient to ragweed extract with the chilling technique. 
In 25 group-A patients the average figures were 20 minutes 
and 6 minutes, so the average expected maximum dose 


wim = or 1,666 units. D. A. Williams 


1239. Adrenaline-Histamine-Regulation. With a Note on 
the Mechanism of Action of “‘ Antistin”. (Die Adrenalin- 
histamin-regulation, gleichzeitig Beitrag zum Anti- 
stinmechanismus) 

H. Straus. Helvetica Physiologica et Pharmacologica 
Acta (Helv. physiol. pharmacol. Acta] 4, 539-550, 1946. 
7 figs., 9 refs. 


After the intravenous injection of adrenaline there is a 
rise in the histamine content inthe blood. This fact forms 
the basis of experiments on 10 patients to determine the 
antihistaminic effect of “ antistin ”’, N-phenyl-N-benzyl- 
aminomethylimidazoline. Three to 9 minutes before 
the intravenous injection of 0-2 mg. of adrenaline, 200 mg. 
of antistin was injected intravenously. The course of 
the pulse rate and systolic and diastolic blood pressures 
was then carefully followed, and estimations of the 
blood histamine were made by Code’s method on the 
isolated guinea-pig ileum. The injection of antistin 
before adrenaline may either increase or diminish the 
amount of histamine found in the plasma. The mode of 
action of antihistaminic compounds has previously been 
explained by Halpern as depending on an inhibition of 
histamine formation, or an acceleration of the destruction 
of histamine, or the fact that the histamine present has no 
longer an effect on the cells. The author believes that 
the mechanism of the action of antistin depends mainly 
on the inhibition of histamine formation. The antago- 
nistic action of antihistaminic compounds to exogenously 
produced histamine leads to a displacement of histamine 
from the receptor cells, and the experiments explain the 
adrenergic effect of these compounds. Jn vitro an 
antagonistic effect could not be demonstrated because 
the procedure for the estimation of histamine destroyed 
the antihistaminic compound. Jn vivo, however, after 
the administration of antistin, there was very little hist- 
amine production, and it was thought that the compound 
prevented the exit and entry of histamine from the cells 
and cell surfaces. R. Wien 


1240. Allergy and Blood Transfusion. (Transfusions- 
allergi) 

M. ScHWaRTZ. Nordisk Medicin (Nord. med.| 33, 541- 
544, Feb. 28, 1947. 1 fig., 24 refs. 


Between 1 and 5% of the general population are mani- 
fest allergic subjects. The author quotes cases, first 
where specific antibodies (and in 1 case “‘ H-substance ”’) 
were carried over in transfusions from allergic donors 
to normal recipients, with the result that they developed 
temporary allergic sensitivity; and secondly, where 
specific antigens were carried over from normal donors 
to allergic recipients (by both blood and dried serum) 
with resulting allergic reactions. It is pointed out that 
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allergic patients may become sensitized to a particular 
donor, and that they very commonly have urticaria} 
reactions to serum transfusions. 

When a serum with a very high antibody titre was 
used the author obtained positive Prausnitz-Kiistner 
reactions in 45 out of 51 normal subjects after ingestion 
of the specific antigen, thus demonstrating that the 
majority of normal people can absorb antigens unaltered 
from the gut. In a short series of cases there was a 
positive Prausnitz-Kiistner reaction in the majority of 
those transfused with blood from donors who had 
ingested the specific antigen 15 to 30 minutes before 
giving the blood. How long the antigen circulates in 
the blood is uncertain, but if sera with high titres of 
antibody are used antigens may be demonstrated in the 
skin more than 24 hours after ingestion. On the basis 
of these facts the author recommends that allergic sub- 
jects should not be donors, and.that if the recipient is 
allergic the donor should be bled after at least an 
overnight fast. A. M. M. Wilson 


1241. Preliminary Note on a New Chemical Series 
Possessing a Powerful Antihistaminic and Anti-allergic 
Effect: Derivatives of Thiodiphenylamine. (Note pré- 
liminaire sur une nouvelle série chimique de corps doués 
dune activité antihistaminique et antiallergique puissante: 
les dérivés de la thiodiphénylamine) 

B. HALPERN, J. HAMBURGER, and C. Depray. Bulletins 
et Mémoires de la Société Médicale des Hépitaux de 
Paris {Bull. Soc. méd. Hép. Paris) 62, 607-612, Dec. 13 
and 20, 1946. 2 figs., 5 refs. 


Some new antihistaminic compounds are derivatives 
of thiodiphenylamine and thus differ from “ antergan” 
(2,339 R.P.) and “ neoantergan” (2,786 R.P.), which 
are derivatives of aniline and pyridine respectively. 
These new compounds are “ 3,015 R.P.”’ (N-dimethyl- 
aminoethyl-thiodiphenylamine) 3,277 R.P.”’ (N- 
dimethyl - aminopropyl - thiodiphenylamine). Neo- 
antergan is N-dimethyl-aminoethyl-N-p-methoxy-amino- 
pyridine. ; 

Pharmacologically, their toxicity to mice is less than 
that of neoantergan, and they have a more powerful 
antihistamine effect. For example, whereas a suitable 
dose of neoantergan will protect the guinea-pig against 
80 lethal doses of histamine, 20 mg. per kilo of 3,015 
protects against 400 lethal doses, while the same dose of 
3,277 protects against 1,500 lethal doses of histamine. 
This protection relies upon some mechanism other than 
a purely antagonistic effect to the bronchoconstrictor 
action of histamine, because large doses of adrenaline 
do not behave in the same way. The antihistaminic 
effect of these compounds is specific; there is little, if 
any, antagonism to acetylcholine. Against experimental 
asthma in guinea-pigs, produced by aerosols of histamine, 
3,277 R.P. has a much more prolonged action than 
ephedrine or neoantergan. The compounds oppose the 
vascular effects of histamine, but not the effects on gastric 
secretion. In a dose of 0-5 to 10 mg. per kilo sub- 
cutaneously to guinea-pigs a considerable protective 
action is exerted against the anaphylactic shock produced 
by the intraperitoneal injection of sheep serum. 
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Some clinical trials have been carried out with these 
compounds in 6 cases of urticaria, which proved resistant 
to other antihistaminics. The tolerance was, on the 
whole, excellent. There were no gastric disturbances or 
alterations in the blood picture, even though the com- 
pounds were administered over a period of 6 weeks. The 
only intolerance was encountered with 3,277, which tended 
to cause somnolence. The dose is somewhat lower than 
that employed with previous antihistaminics. The total 
initial daily dose is 0-25 g. given in 5 equally spaced 
doses of 0-05 g., preferably after meals. Later the daily 
dose is reduced to 0-15 g. or even to 0-05 g. This dosage 
is, therefore, about a third or a quarter of that employed 
for antergan (2,339 R.P.° or N-dimethyl-aminoethyl 
N-benzylaniline). The results were very satisfactory. 
Within half an hour of the first dose the pruritus dis- 
appeared, and within an hour the eruption subsided. 
In 2 of the subjects with urticaria oedematosa (Quincke’s 
disease) and 1 case of eczema of the wrist similar satis- 
factory results were obtained. The curative action, 
however, is only temporary, and persists only so long as 
the administration of the drug is continued. 

R. Wien 


1242. Report on the Standardization of Dust Extracts 

G. E. RockweE.L, J. W. THomas, and F. W. WrtTicH. 
Annals of Allergy {Ann. Allergy] 5, 27-41, Jan.—Feb., 
1947. 7 refs. 


This report describes an extensive investigation carried 
out to determine the best method of standardizing dust 
extract. Eight samples of house dust were supplied by 
different physicians, and extracts of each made according 
to the following methods. (1) Crude extract.—House 
dust (200 g.) was placed in contact with a solution con- 
taining 9 g. of sodium chloride, 20 ml. normal sodium 
hydroxide, and 1 ml. 10% “ merthiolate” per litre. 
Extraction took place for 48 hours at room temperature. 
The extract was then filtered through a Buchner funnel. 
(2) Crude concentrate—The crude extract was con- 
centrated by evaporation in a vacuum or by placing it 
in a cellophane tube and passing air over it. After 
concentration it was rapidly dialysed against distilled 
water to remove excess salt. (3) Alpha picoline con- 
centrate.—Alpha picoline was added to the concentrated 
crude extract until maximum precipitation occurred. 
This precipitate was collected and reprecipitated once 
or more with alpha picoline or further purified by 
ammonium sulphate. (4) Absorbed concentrate.—The 
concentrated crude extract was acidified with hydrochloric 
acid and then treated with an absorbing agent. The 
latter was filtered off, washed with acid, and added to an 
extracting fluid with slightly alkaline pH to release the 
absorbed material. The final pH was adjusted to 
neutrality and the material concentrated to the desired 
strength. 

All the extracts were passed through a Seitz filter, 
cultured in deep tubes and bottles of dextrose infusion 
broth, diluted with 50% glycerine, and bottled under 
Sterile conditions. On each extract the following 
determinations were made: (1) Total nitrogen content 
(Kjeldahl). (2) Phosphotungstic acid precipitate nitro- 
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gen (P.A.P.N.). This nitrogen represents that contained 
by the proteins, peptides, and certain amino-acids present 
in the extract—probably the total nitrogen of any antigens 
present. (3) Molecular size. Peptides, polypeptides, 
and proteins each have one free «-amino-nitrogen atom 
per molecule. (The latter was determined by the Van 
Slyke method.) By dividing the total P.A.P:N. by the 
free «-amino-nitrogen, the number of nitrogen atoms 
present in each protein or peptide can be determined. 
This figure gives indirect evidence of the size of the 
molecules present. 

Tests were carried out with these extracts in widely 
separated parts of the United States on dust-sensitive 
patients and controls. Records were made of the wheals 
observed. There was no direct relation between the 
total nitrogen content and skin reactivity, and no close 
relation between the P.A.P.N. and skin reactivity. 
Extracts from different sources with approximately the 
same molecular sizes, diluted so that the P.A.P.N. was 
constant at 0-3 mg. per ml. and further diluted to 1 in 
100 or 1 in 1,000, produced almost identical skin reactions 
on the same patient. Samples of dust from one area gave 
approximately similar reactions with patients in widely 
separated parts of the United States. Individual varia- 
tions were noticed. The dust extracts purified and 
concentrated by the alpha picoline or absorbed methods 
were considered superior to the crude extracts. 

It is concluded that successful standardization can be 
carried out by a combination of chemical and biological 
methods. Chemical standardization should give informa- 
tion about the total nitrogen, P.A.P.N., and relative 
number of nitrogen atoms’ per molecule of antigen. - 
When diluted to contain 0-003 mg. of P.A.P.N. per ml. 
the extract should give a positive reaction in cases sensitive 
to house dust and a negative reaction in controls. 

R. S. Bruce Pearson 


1243. Chemical, Physical and Immunological Properties 
of Electrophoretically Purified Pollen Extracts 

H. A. ABRAMSON, Annals of Allergy [Ann. Allergy] 5, 
19-26, Jan.—Feb., 1947. 9 figs., 13 refs. 


Recent advances in technique have been employed in 
analysing and separating the constituents found in pollen 


extracts. The new devices include: (a) Tiselius’s moving 
boundary method of electrophoresis; (5) the ultra- 
centrifuge; and (c) precision diffusion devices, which are 
easily manipulated. They have been used to isolate the 
specific constituents of pollen extract responsible for 
causing hay-fever and asthma from giant ragweed 
(“ trifidin dwarf ragweed (“ artefolin and timothy 
pollen (‘ pratensin ”’). 

It is shown that pollen extracts are complex mixtures 
of many components, both pigmented and colourless, 
several of which are biologically active. At present only 
the colourless fractions have been successfully isolated 
by the ultracentrifuge. A description is given of the 
technical methods employed. Chemical analysis of 
trifidin and artefolin suggests that these substances are 
“high molecular weight polypeptides, coupled with 
other molecules more or less formed like carbohydrate 
molecules”. The fact that these allergenic molecules 
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are small (molecular weight about 5,000) and midway 
between proteins and polypeptides means that they are 
readily able to permeate mucous membrane and hence to 
give rise to sensitization. The three substances trifidin, 
artefolin, and pratensin are said to be mainly responsible 
for the clinical symptoms of hay-fever and asthma. 
[No evidence is offered in support of this statement.] 
R. S. Bruce Pearson 


1244. Pyribenzamine in Hay Fever and other Allergic 
Disorders 

A. S. FRIEDLAENDER and S. FRIEDLAENDER. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.} 31, 
1350-1354, Dec., 1946. 5 refs. 


The authors have tested the effect of the synthetic 
antihistamine drug, “ pyribenzamine” (N-pyridyl-N- 
benzyl-N-dimethyl-ethylene diamine hydrochloride) on 
over 200 patients with allergic disorders. The range of 
dosage for adults was 50 to 100 mg. by mouth, and for 
children 25 to 50 mg. by mouth, 4 times daily. The 
drug caused a partial or complete relief of symptoms in 
about two-thirds of the cases in each of the following 
series: vasomotor rhinitis (108 cases), ragweed and grass 
hay-fever (98), urticaria and angioneurotic oedema (24), 
and atopic and contact eczema (12). The drug did not 
give relief in cases of non-seasonal asthma (30). It was 
effective in controlling symptoms arising out of skin 
sensitivity tests and desensitization treatment, and also 
in relieving pruritus associated with other conditions. 
Side-effects occurred in 27% of the cases, the most 
frequent being gastro-intestinal symptoms, drowsiness, 
and vertigo. 

The authors conclude that the action of pyribenzamine 
is palliative only, but that it should help to make specific 
desensitization treatment easier and safer. 

H. M. Adam 


METABOLIC DISORDERS 


1245. An Epidemic of Riboflavin Deficiency in Indian 
Troops 
A. M. THOMSON and B. FREEDMAN. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
R. Soc. trop. Med. Hyg.) 40, 399-409, March, 1947. 
4 refs. 


An interesting account is given of the hyporiboflavinosis 
syndrome as it occurred in a fifth of some 500 men of an 
Indian infantry unit on the North-West Frontier of 
India in the spring of 1943. The symptoms, in per- 
centages, were: glossitis, 100; glossitis with fissuring, 
44; infection of the soft palate, 85; infection of the 
pharynx, 72; infection of the epiglottis, 33; rhinitis, 12; 
cheilosis, 21; angular stomatitis, 23; maceration of the 
buccal mucous membrane, 39; “ vascularity’ of the 
cornea, 62; proctitis, 48. All these signs are now well 
known. These men all had rather dull rough skins 
and 1 showed scrotal dermatitis. Mentally they were 
depressed and apathetic. None complained of eye 
symptoms, but “* on direct questioning ” 12 said that their 
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eyes watered excessively. [No mention is made of 
the state of the conjunctiva and angles of the palpebral 
fissure.] Practically all had full vision. No slit-lamp 
was available, “‘ but examination with a lens showed that 
62 had 1 or more capillary twigs apparently crossing 
the limbus and invading the clear cornea”. [Such a 
statement and the expression ‘‘ vascularity of the cornea” 
are misleading; there is no such thing as vascularity 
of the cornea, as the cornea is devoid of blood vessels, 
though of course vascularization may occur. Without 
slit-lamp microscopy it may not be possible to determine 
whether the latter is or is not present.] The condition 
described responded to riboflavine or yeast, but not to 
liver extract (1 ml. of crude“extract injected on alternate 
days, for 9 doses). The diet was found to be deficient in 
riboflavine. S. Stannus 


1246. Infantile Beri-beri in Singapore during the Latter 
Part of the Japanese Occupation 

G. Harwwas. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 22, 23-33, March, 1947. 2 figs., 19 refs. 


The problems presented by infantile beriberi in the 
Kandang Karbau Hospital in Japanese-occupied Singa- 
pore differed from those of peace-time owing to lack of 
essential foods and medicines. For example, thiamine 
had often to be given in too small doses and too late. 
Secondary infection and associated avitaminoses A, B, 
and D, were more common than in peace time. The 
poor economic status of the families which provided the 
cases is stressed. Out of 139 patients 77 died, a mortality 
of 55-41% compared with 49-47% in 1938. Beriberi 
occurred in 16 infants artificially fed on food poor in 
vitamins and in 123 breast-fed infants. Symptoms 
appeared between 7 days and 2 years of age, the highest 
incidence being between 1 and 4 months. Problems of 
infant feeding are discussed and detailed recipes are given 
for the preparation of soy-bean milk and supplemented 
rice gruel. In Malays and Tamils the disease was rare; 
bananas were often added to the diet of the Malayan 
infants, and other foods such as ragi to that of Tamil 
infants. 

The cases are analysed and divided into: (1) aphonic; 
(2) peripheral neuritic; (3) pseudo-meningeal; and 
(4) cardiac. The commonest type was a combination 
of (2) and (4); next in order of frequency was type (4), 
and then type (3) with various combinations. These 
variations are described fully. The cardiac cases gave 
rise to the severest symptoms and the greatest number of 
deaths. The need for careful case-taking and examina- 
tion with enquiry into the health and diet of the mother 
is stressed. Respiratory and gastro-intestinal infections 
were common exciting causes. The patients were further 
divided into well-nourished children and others, and the 
presenting symptoms of these groups are described. 

Direct laryngoscopy was performed on some of the 
aphonic cases, and oedema in the region of the arytenoids 
was seen, a suggested explanation (an alternative to 
recurrent laryngeal paralysis) of the aphonia. Lumbar 
puncture in the meningitic cases showed the fluid to be 
under increased pressure but no increase in cells or 
protein. Post-mortem findings are briefly stated and 
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the differential diagnosis and prognosis are discussed. 
In the aphonic type it took about 6 weeks for the voice to 
recover. In the uncomplicated pseudo-meningeal type 
the prognosis was good. In the cardiac type with cold, 
clammy hands and feet or bronchial breathing and 
crepitations at the bases the prognosis was poor. Expira- 
tory grunt was an unmistakable sign of an acute cardiac 
attack, and its disappearance an early sign of recovery. 
A follow-up of patients who recovered from an acute 
cardiac attack showed that, given the same chances as a 
normal infant, they invarjably grew up to be healthy 
individuals. The dietetic, prophylactic, specific and 
symptomatic treatment of the mother and infant is 
described. J. B. Mitcheil 


1247. Pellagrous Encephalopathy 
P. R. Graves. British Medical Journal [Brit. med. J.] 1, 
253-256, Feb. 15, 1947. 5 refs. 


This is an account of a deficiency syndrome among 
prisoners of war in Singapore, in which, says the author, 
“the clinical manifestations suggested a brain lesion: 
the only pathological support for this contention was 
the naked-eye appearance of the brain and spinal cord 
at the necropsies on the fatal cases”. The lesions seen 
are described as small translucent dots, 2 to 3 mm. in 
diameter scattered like sago grains in milk about the 
white matter of the frontal, parietal, and occipital 
regions of the cerebral hemispheres. The cases formed 
a small group of about 60 and were noted after large 
epidemics of beriberi, Wernicke’s syndrome, hypo- 
riboflavinosis, pellagra, retrobulbar neuritis, and the 
“ burning feet ’ syndrome. 

In the series of cases there were 6 deaths; in 4 of these 
there was rapid deterioration after an insidious onset, with 
death in 3, 8, 17, and 18 days. Case notes of 7 patients 
are given. The symptoms are summed up as follows: 
marked spasticity, with or without extensor responses in 
100%; difficulty in walking in 53-9%; loss of visual 
acuity in 46%; mental changes in 41-2%; pains in the 
feet in 38%; paraesthesiae in limbs in 17-4%; pain in 
the spine in 6-3%; diplopia in 5%. Nocturnal urinary 
incontinence occurred in 3 cases, epileptiform seizures 
in 2%. Signs of pyramidal-tract involvement were seen 
in the lower limbs in 50° and in the upper limbs in 28%. 
Mental changes varied and included general dullness, 
depression, loss of emotional control, hysterical behaviour, 
ideas of persecution, and confusion. The author con- 
siders the condition he describes to be unique and 
believes that it has not been previously reported. 

[These statements are based, apparently, on the failure 
to find this so-called syndrome described in a couple of 
text-books. All the symptoms mentioned have, of 
course, often been described before by writers on pellagra. 
What the significance of the naked-eye lesions may have 
been will never be known and perhaps little stress should 
be placed on them.] H. S. Stannus 


1248. Posthypoglycemic Encephalopathy. Case Reports 
G. M. Jones. American Journal of Medical Sciences 
[Amer. J. med. Sci.] 213, 206-213, Feb., 1947. 51 refs. » 
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1249. Comparison of the Clinical Use of Protamine Zinc 
Insulin and Globin Insulin in Equal Doses 

J. T. Roperts and W. M. YATER. Annals of Internal 
Medicine [Ann. intern. Med.] 26, 41-66, Jan., 1947. 
9 figs., 36 refs. 


In this investigation of 97 case studies of diabetic 

patients in hospital it was considered that, with reference 
to blood sugar curves, hypoglycaemia, and general state, 
65 were better controlled with globin insulin, 25 with 
protamine zinc insulin, and 7 equally well with either 
form in the same dose. As a basis for the investigation 
it was assumed that “ diabetic patients are not well 
controlled unless their measured diet is close to normal 
in composition when sugar is omitted, unless they rarely 
excrete more than 5 g. of dextrose in the urine each day, 
and unless their blood sugar is not over 175 mg. per 
100 ml. when it is determined before each meal, 1 hour 
after each meal, and at 11 p.m.”. When the optimum 
dose of either protamine zinc or globin insulin had 
been established, the venous blood sugar was determined 
at 7 a.m., 9 a.m., 11 a.m., 1 p.m., 4 p.m., 7 p.m., and 
11 p.m.; the insulin was then changed to the other form 
in the same dosage and the curve repeated in 3 to 7 days. 
The same measured diet, containing either 180 or 225 g. 
of carbohydrate, was continued in each case and the 
dextrose excretion determined in 24-hour specimens of 
urine. 
The authors claim that globin insulin controls the blood 
sugar in a way more nearly normal in more cases than 
an equal dose of protamine zinc insulin, and that the 
tendency to mid-afternoon hypoglycaemia with globin 
insulin is preferable to nocturnal reactions, which are 
likely to be severe with protamine zinc insulin. They 
show that in suitable cases the night and early morning 
blood sugar can be controlled with globin insulin fully 
as well as or better than with protamine zinc insulin. 

[Single doses as high as 80 units of either slow-acting 
insulin needed to control some of these cases are not 
without danger of serious hypoglycaemia in the diabetic 
pursuing his normal way of life.] H. Whittaker 


1250. Neurogenic Arthropathy (Charcot Joint) Associated 
with Diabetic Neuropathy. Report of Two Cases 

D. B. Foster and R. C. Bassett. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 57, 
173-185, Feb., 1947. 5 figs., 21 refs. 


The authors report 2 cases of a fortunately rare com- 
plication of diabetes mellitus, neurogenic arthropathy 
(Charcot’s joint). The first was that of a man aged 23, 
a known diabetic for 10 years, who had had intermittent 
treatment only. Severe painless swelling of the left foot 
led to full investigation and the discovery of an extensive 
disorganization of the tarso-metatarsal joints associated 
with a typical “ stocking” neuritis in both legs. The 
second case was that of a man of 29 who complained of 
painless swelling and deformity of the left ankle of 2 
months’ duration. An ulcer had developed over the left 
malleolus. Diabetes had been diagnosed at the age of 
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12 years, but treatment had been irregular. Numbness 
and tingling had been present in the hands and feet for 
3 years. Examination revealed a severe neuritis in both 
legs with gross disOrganization of the ankle-joint. The 
patient was rendered aglycosuric and the diabetes was 
controlled. The affected joint was placed in a padded 
shoe with a rigid caliper brace, but after 2 years, as the 
joint and the ulcer showed no signs of healing, a mid- 
calf amputation was performed. Studies were made of 
the pathology of the joint and posterior tibial nerve. 
Excellent photomicrographs illustrate fibrosis of the 
bone marrow, bone resorption, and vascular granulation 
tissue in the joint, and advanced perineural and endo- 
neural fibrosis in the nerve. 

The authors discuss the pathogenesis of the neuro- 
pathic joint, and conclude that there are 6 factors which 
predispose to the condition of “ Charcot’s joint”. 
These are: (1) trauma from repeated small injuries or 
continued movement of a diseased limb; (2) impair- 
ment of afferent pain impulses; (3) intact motor power 
to the affected joint; (4) diminution or absence of afferent 
proprioceptive impulses; (5) chronicity of the underlying 
nervous disorder; (6) metabolic disturbances. All these 
factors were operative in the 2 cases described. 

Ruby O. Stern 


1251. Necrosis of Renal Papillae and Acute Pyelo- 
nephritis in Diabetes Mellitus 

H. A. Epmonpson, H. E. Martin, and N. Evans. 
Archives of Internal Medicine [Arch. intern. Med. 79, 
148-175, Feb., 1947. 9 figs., 26 refs. 


Necrosis of the renal papillae and acute pyelonephrosis 
is a rare and hitherto little described complication of 
diabetes mellitus. Out of 32,000 necropsies 859 were 
upon diabetics, and of these only 29 showed acute necrosis 
of the renal papillae. The disease is nearly always fatal, 
but modern renal therapy should always be employed. 
The origin of the malady is usually an ascending infection 
of the urinary tract, but it may be secondary to pyogenic 
foci elsewhere. The malady is associated with all the 
constitutional and metabolic changes, including arterio- 
sclerosis, of the diabetic state. The symptoms include 
haematuria, renal colic, coma not explained by meta- 
bolic processes, and a sharp increase in severity of 
symptoms of a known pyelonephritis. G. F. Walker 


1252. The Beneficial Effects of Yeast in Diabetes 

Mellitus 

L. J. A. Parr and E. A. Suipton. Medical Journal of 

— [Med. J. Aust.) 1, 365-367, March 22, 1947. 
refs 


The authors claim substantial benefit from the use of 
yeast in diabetes mellitus whereby the insulin require- 
ment becomes reduced and the diabetes milder. The 
literature on the use of yeast and its different vitamin 
components in diabetes is considered, and the beneficial 
effect in 4 patients recorded. 

[The authors present insufficient detail regarding the 
age of patients, and type and severity of diabetes to allow 
of critical appraisement of their claims in only 4 patients, 
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. insulin. The author has produced a bottled mixture of 


but these cases seem too mild to be satisfactory for experi- 
mental purposes. A partially hydrolysed compound, 
named “ amino-B ”’, was given, but there are no clear 
indications about its preparation and hence of the dosage 
of fresh baker’s yeast received.] R. D. Lawrence 


1253. A New Slow-acting Insulin (Di-insulin). (Sur une 
nouvelle formule d’insuline a action lente) 

R. Bouin, P. Unry, and F. Nevseux. Bulletins et 
Mémoires de la Société Medicale des Hépitaux de Pari 
[Bull. Soc. méd. Hép. Paris| 63, 41-48, Jan. 24, 1947, 
12 refs. 


1254. Clinical Trial of Di-insulin 
A. SLessor and T. Nicor. Lancet [Lancet] 1, 820-823, 
June 14, 1947. 5 figs., 8 refs. 


{In 1945 Knud Hallas-Moller published a substantial 
monograph (Copenhagen) on a new insulin compound 
which he had discovered, together with detailed chemical, 
biological, and clinical studies of this new retarded 
insulin. The isocyanate reacts with some of the basic 
groups of the insulin molecule, so retarding its action, 
and produces a compound like the original “* Leo-retard” 
Danish insulin or like globin, histone, and tannate com- 
pounds, but not so prolonged in action as protamine 
zinc insulin. This compound is called “ iso-insulin ”; 
it will not act effectively for 24 hours, hence diabetes of — 
any severity cannot be controlled with only one injection 
aday. It is claimed, however, that soluble insulin can be 
mixed with it without any change occurring in either the 
soluble or the iso-insulin; this is not the case with 
mixtures of soluble and commercial protamine zinc 


equal parts of iso-insulin and soluble insulin, called 
** di-insulin ’’, to combine both actions. This is usually 
given to patients with severe diabetes twice a day—before 
breakfast and supper—and very good results, with 
continuous control of the diabetes and without undue 
hypoglycaemia, are claimed.] 

The present two papers record early clinical trials in 
other countries. That by Boulin et al. is a brief report 
of a clinical comparison of protamine zinc insulin with 
the new “ di-insulin” produced by Moller and called 
by these authors “insulin K-H”. They studied 8 
patients with diabetes of moderate severity and compared 
the new compound with protamine zinc insulin. They 
found less total glycosuria and a lower blood sugar by 
day when di-insulin was used, but the fasting blood 
sugar values were little different. The second paper 
describes a thorough and extensive trial of the new 
di-insulin on 5 normal subjects and 12 diabetics. It 
demonstrated the prolonged effect of the isocyanate 
component and the prompt effect of the added soluble 
insulin. One dose of di-insulin satisfactorily controlled 
moderately severe diabetes in patients needing less than 
50 units a day. Above this amount di-insulin produced 
hypoglycaemia 3 to 8 hours after injection but failed to 
control the diabetes in the late evening and during the 
night. It is suggested that the proportion of soluble 
insulin in the mixture is too high. R. D. Lawrence 
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1255. Acute Benign Pericarditis. (Pericarditis aguda 
benigna) 

P. Cossio and J. Berconsky. Medicina [Medicina, B. 
Aires} 7, 1-20, Feb., 1947. 12 figs., 8 refs. 


The authors present the detailed case histories of 10 
patients, aged 35 to 54 years, in all of whom pericarditis 
was diagnosed, with the demonstration of a friction rub 
in 4, pericardial effusion in 3, and T-wave changes in 
every case. The initial symptom was sudden, acute 
precordial pain lasting for from a few days to a month, 
radiating to the shoulders and down the arms, and 
aggravated by respiration. Pyrexia up to 100°F. 
(37-8° C.) lasted for a few days in 4 cases but in 4 others 
persisted for 1 to 3 weeks. Pericardial effusions were 
not tapped; in 1 case the effusion was associated with a 
mediastinal effusion which spontaneously resolved in a 
few months. The majority of the patients were clinically 
well in 3 weeks, but in a few the illness was prolonged to 
more than 6 weeks. 

Treatment consisted of rest in bed with opiates for the 
pain and aminopyrine and aspirin for the fever. No 
significant effect of treatment with penicillin and sodium 
salicylate was noted in 1 case. In no case did the authors 
consider that tuberculosis, rheumatic fever, or a pyogenic 
organism was responsible. They thought that in their 
cases the fall in blood pressure was less precipitate, the 
rise in temperature earlier and more marked, the sedi- 
mentation rate more raised and of shorter duration than 
in myocardial infarction.~ They concluded that these 
cases presented a pericardial process which, being with- 
out definite aetiology and presenting a favourable prog- 
nosis, should be called benign acute pericarditis. 

[It is difficult to accept the authors’ conclusions in the 
absence of post-mortem proof or a much longer clinical 
follow-up. One case began during a pyrexial illness of 
unknown aetiology and was associated with conduction 
defects; the diagnosis of pulmonary embolism seems 
possible in one of their cases and of coronary thrombosis 
in another. Much further evidence is required before 
benign acute pericarditis can be accepted as a clinical 
entity.] W. T. Cooke 


1256. Vitamin E in Heart Disease. Preliminary Report 
A. VoGELSANG, E. SHuTE, and W. SuHute. Medical 
Record (Med. Rec., N. Y.] 160, 21-26, Jan., 1947. 6 refs. 


With the use of “ ephynal” (a-tocopherol acetate; 
vitamin E) in daily doses of 100 mg. in the treatment of 
purpura in a patient who also had hypertensive heart 
disease with signs of failure, the latter symptoms under- 
went rapid improvement. The- circulation time of 
42 seconds was shortened to 25 seconds. Digitalis was 
not used in treatment until the patient was about to be 
discharged. After discharge he found that he could do 
without digitalis so long as he continued his dosage of 


ephynal. A second case of hypertensive heart disease 
with angina also improved remarkably—at least as well 
as on digitalis. The third patient had angina, which 
disappeared in 3 days after beginning ephynal treatment. 
In a patient aged 20 with aortic stenosis breathlessness 
disappeared, depressed ST segments in the electrocardio- 
gram were restored to normal, and T waves became 
upright. Similar improvement was noted in a patient 
with rheumatic mitral regurgitation. Four other patients ~ 
had coronary disease with either anginal pain or coronary 
thrombosis. Vitamin-E preparations again led to con- 
siderable amelioration of both pain and breathlessness. 
[The authors do not hint at any underlying rationale 
for this treatment save for a reference to some uncom- 
pleted work on the effect of vitamin-E deficiency on the 
coronary vessels of rats. In any single case the possi- 
bility of spontaneous improvement cannot be excluded, 
but such striking improvement in a series of 10 cases 
certainly encourages further clinical trials; no failures 
are mentioned. It seems rather extraordinary that 
improvement should occur in cases of such varied aetio- 
logy and clinical manifestations.] J. McMichael 


1257. A Relation Between the Size of the Heart and the 
Velocity of the Blood 

G. R. MeneeLy and J. L. Cuesnut. American Heart 
Journal [Amer. Heart J.] 33, 175-181, Feb., 1947. 2 figs., 
15 refs. 


Blood velocity, or circulation time as it is more usually 
called, was measured by means of the decholin technique 
in 41 patients with heart disease. ‘“‘ Heart size ”, obtained 
from teleroentgenograms, was expressed as the ratio 
of the transverse diameter of the heart to the internal 
diameter of the chest (measured at the level of the fourth 
costochondral junction). The correlation between circu- 
lation time and “ heart size ” was best shown by plotting 
the circulation time against the cube of the “ heart size ”’, 
Of the 41 patients with known heart disease 11 had 
circulation times within normal limits, while only 3 had 
hearts of normal size. Further, only 1 of the group 
had both a normal heart size and a normal circulation 
time. This suggests that cardiac disorder is more 
readily demonstrated by radiography than by circulation- 
time measurement, and that both together form a better 
criterion of cardiac normality. H. E. Holling 


1258. Nephritic Forms of Endocarditis Lenta. (Las 
formas nefriticas de la endocarditis lenta) 

A. Pepro-Pons and N. MAGRINA FERRER. Medicina 
Clinica Med. clin.] 8, 12-19, Jan., 1947. 9 figs., 68 refs. 


The authors present the case histories of 4 patients 
with bacterial endocarditis who died of uraemia and in 
whom the clinical appearances were those of acute 
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diffuse glomerulonephritis. Since the pathological 
findings were not consistent with this diagnosis, the 
authors have reviewed the literature on nephritic forms 
of endocarditis lenta with particular reference to those 
simulating diffuse glomerulonephritis and terminating 
in uraemia. In such cases symptoms of diffuse kidney 
involvement may appear before the clinical manifestations 
of endocarditis, during the active phase, during the 
“ bacterial-free”’ stage, or following the cure of the 
infective endocarditis. The complete clinical syndrome 
of diffuse glomerulonephritis with hypertension, oedema, 
haematuria, casts, nitrogen retention, and kidney failure 
may be present, or one symptom may preponderate and 
the syndrome of subacute nephritis result, progressing 
to a fatal issue in 6 months to 2 years. 

Microscopical examination of the kidneys showed 
focal glomerular lesions, varying from acute necrosis in 
individual glomeruli to hyaline areas involving 2 or 3 
glomeruli; in some, intense capsular proliferation 
was noted. Fatty degeneration, peri-tubular reaction, 
and tubular dilatation were noted in relation to such 
glomeruli. The tubular changes were, however, over- 
shadowed by the interstitial reaction of two types—an 
endarteritis leading to numerous thromboses, and a 
marked infiltration of polymorphonuclears, plasma cells, 
and fibroblasts, either diffusely arranged or localized 
around degenerating glomeruli and tubules. This 
interstitial reaction progressed to sclerosis. Occasion- 
ally, the focal accumulations suggested a suppurative 
granuloma. 

In interpreting these findings, the authors point out 
that they are quite distinct from those of acute glomerulo- 
nephritis and that the number of glomeruli affected in 
cases of infective endocarditis with a uraemic termination 
appears no greater than in the cases showing haematuria 
only and no kidney failure. Hence, they are unable to 
believe that multiple emboli can be the sole aetiological 
factor. They therefore suggest that the renal failure is 
directly related to the intense vascular change in the 
interstitial tissue and this change is part of a general endo- 
thelial reaction produced by the disease itself. 

W. T. Cooke 


1259. The Treatment of Acute Bacterial Endocarditis 
F. WILHELM, H. L. Hirsu, H. H. Hussey, and H. F. 
Dow.inc. Annals of Internal Medicine [Ann. intern. 
Med.) 26, 221-230, Feb., 1947. 16 refs. 


1260. Unusual Instances of Auricular Flutter 

S. F. ARONSON and L. N. Katz. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 32, 51-56, Jan., 
1947. 3 figs., 12 refs. 


In a report from the Cardiovascular Department of 
the Michael Reese Hospital, Chicago, case histories and 
electrocardiograms are given of two extremely rare 
examples of auricular flutter. The first had a 1:1 
auriculo-ventricular conduction with a ventricular rate 
of 296 beats per minute, and the second showed a per- 
sistent 3 : 1 auriculo-ventricular conduction. 

The first case was seen after gastrostomy for oeso- 
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phageal obstruction, the ventricular rate gradually 
increasing from 160 per minute on the forty-ninth post- 
operative day to 296 per minute. Carotid-sinus pressure 
had no effect. Ten minutes after 0-48 g. of quinidine 
had been given intramuscularly the rate at the apex fell 
to 148 and the “ flutter waves ”’ which were visible in 
the neck veins were of exactly twice that rate. It was 
felt that auricular flutter with 1 : 1 conduction had been 
converted to 2 : 1 conduction, although the slowing of 
the heart rate so soon after the intramuscular injection of 
quinidine made it doubtful whether it was due to that 
drug. Only about two dozen examples of auricular 
flutter with 1 : 1 block have been recorded, and usually 
the flutter rate is slower than 250 beats per minute. 

The second case occurred in a patient admitted with 
2 : 1 conduction auricular flutter, which at times became 
4:1 and showed occasional ventricular extrasystoles. 
During therapy for heart failure a persistent 3 : 1 auriculo- 
ventricular conduction occurred and required a total of 
6 g. of quinidine to convert the flutter mechanism to a 
sinus rhythm with bigeminy due to ventricular extra- 
systoles. The authors point out that auricular flutter 
with 3 : 1 conduction which persists for any length of time 
is extremely rare, and in fact this is the first example 
they have found in over 30,000 electrocardiograms, 
They could find only 3 such previous cases ee 

S. Oram 


R. C. Batt. Radiology [Radiology] 48, 374-380, 
April, 1947. 5 figs., 9 refs. 


1262. The “* Innocent ” Systolic Murmur 
W. Epcecomse. British Medical Journal (Brit. med. 
1, 93, Jan. 18, 1947. 


The author gives an example of a person who, because 
of a systolic murmur, was rejected by no fewer than five 
Medical Boards during the 1914-18 war, being labelled as 
either V.D.H. or congenital heart disease. He was quite 
symptomless, the heart was not enlarged, there was no 
thrill, and the pulse rate and blood pressure were normal. 
On auscultation a loud rasping systolic murmur was heard 
over the whole precordium, maximal over the pulmonary 
area. It varied slightly on respiration but not on change 
of posture, and it ended in a “click ’’ suggestive of an 
exocardial origin. The patient was seen again 26 years 
later, when the physical signs were unchanged and no 
disability had resulted. The author points out that many 
healthy persons suffered a life-long disability as a result 
of being labelled V.D.H. and being turned down in the 
first world war as unfit for service, but that in the recent 
war the insignificance of this murmur has been widely 
recognized by medical boards. 

[This is only one of several types of innocent systolic 
murmur, each having its own characteristics. They are 
not yet sufficiently widely recognized. Occasionally 
Service cases with these innocent murmurs were “* boarded 
out’, not because of any cardiac disability but because 
of a psychological one—in many instances they might be 
considered as cases of iatrogenic disease.] S. Oram 
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1263. Physiological Studies in Congenital Heart Disease. 
Il. Results of Preoperative Studies in Patients with 
Tetralogy of Fallot 

R. J. Binc, L. D. VANDaAM, and F. D. Gray. Bulletin 
of the Johns Hopkins Hospital [Bull. Johns Hopk. Hosp.} 
90, 121-141, Feb., 1947. 7 figs., 9 refs. 


This paper deals with results of pre-operative studies 
on patients with cardiac abnormalities and in whom a 
reduced pulmonary blood flow is an important feature. 
The technical procedures have been described by the 
authors in a previous paper. Altogether 120 patients 
with the tetralogy of Fallot have been investigated. In 
this congenital heart disease some of the returning 
mixed venous blood, unable to pass through the stenosed 
pulmonary orifice, passes through the interventricular 
septal defect, thus producing an intracardiac shunt from 
right to left. However, there is some concomitant flow 
from left to right, as indicated by a higher oxygen con- 
tent of right ventricular blood as compared with that of 
the right auricle. In some cases both systemic and pul- 
monary artery flows are equally reduced below normal * 
values. In these cases it has to be assumed that the 
intracardiac shunt is negligible and the aorta arises 
chiefly from the left ventricle. With varying degrees of 
pulmonary stenosis and interventricular septal defect, 
the systemic blood flow depends to a large extent on the 
importance of the intracardiac shunt. The total pul- 
monary flow (pulmonary capillary flow) approaches 
closely the volume of pulmonary artery flow in normal 
individuals and in tetralogy of Fallot, indicating in the 
latter absence of measurable collateral circulation. In 
the majority of patients with pulmonary stenosis, however, 
pulmonary capillary flow exceeds pulmonary artery 
flow, suggesting the presence of an important collateral 
circulation to the lungs; this counteracts the effects of 
the pulmonary stenosis and increases the flow of mixed 
venous blood through the lung. In 4 patients with 
pulmonary stenosis and patent ductus arteriosus the 
volume of blood flow through the ductus could be 
determined by measuring the difference between the 
pulmonary capillary and pulmonary artery flows. 

; It has been shown directly, by intracardiac catheteriza- 
tion, that the systolic pressure in the right ventricle in 
cases of the tetralogy is above normal and approximates 
to the systolic pressure in the systemic circulation. In 
8 out of 22 recordings the general level of the ventricular 
diastolic pressure was also elevated. When the catheter 
is passed into the stenosed pulmonary artery the pressure 
falls sharply. In 3 subjects the systolic pressures in the 
right ventricle and in the aorta were similar. As the 
systemic mean blood pressure is within normal limits, 
the peripheral resistance must adjust itself to changes in 
systemic volume flow, the latter, as already indicated, 
being determined by anatomical and mechanical factors. 

In individuals with the tetralogy of Fallot the oxygen 
consumption is decreased and this, the authors suggest, 
is the result of physiological adaptation to chronic 
anoxia. The decreased metabolic rate may also be due 
to a poor nutritional status, lack of physical activity, or 
Poor calorie intake. More investigations are con- 


templated by the authors to elucidate this problem in 
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congenital heart disease with cyanosis. The ratios of 
oxygen consumed and carbon dioxide produced decreased 
during the standard exercise test, while the arterial oxygen 
saturation dropped immediately after the exercise. This 
exercise test might be of diagnostic help. Finally, the 
authors stress the inter-relationship of venous-arterial 
shunts and decreased pulmonary blood flow in the 
production of anoxaemia. The volume of “ effective 
pulmonary blood flow ” is the determining factor. 
A. I. Suchecki 


1264. Physiological Studies in Congenital Heart Disease. 
I. Procedures 

R. J. Bina, L. D. VANDAM, and F. D. Gray. Bulletin 
of the Johns Hopkins Hospital (Bull. Johns am Hosp.] 
80, 107-120, Feb., 1947. 15 refs. 


In this communication the technical aspects of physio- 
logical studies of cases of congenital heart disease are 
described. The subjects studied had cyanotic heart 
disease and reduced circulation through the lungs. The 
procedures and formulae mentioned are those dealing 
with the measurement of blood flow in the pulmonary 
artery, systemic circulation, pulmonary capillary bed, 
and intracardiac shunts. In all, 14 formulae are 
presented, including one for measuring the peripheral 
resistance. The techniques used involve the evaluation 
of oxygen and carbon dioxide in arterial and venous 
blood and also in blood collected by intracardiac 
catheterization, together with determination of the rates 
of oxygen consumption and carbon dioxide elimination 
by indirect calorimetry. 

‘ [This paper cannot easily be abstracted, and those 
interested in the subject are advised to consult the original 
communication. ] A. I. Suchecki 


1265. The Treatment of Shock Accompanying Myo- 
cardial Infarction 

W. B. ScHWaRTz. American Heart Journal [Amer. 
Heart J.] 33, 169-174, Feb., 1947. 1 fig., 28 refs. 


The author reports a single case of a 65-year-old man, 
who, while in hospital recovering from hypertensive 
heart failure, developed a coronary thrombosis. After 
some hours of severe pain he collapsed and became 
“* semicomatose, cold, clammy and cyanotic”, with 
rapid, shallow respirations, imperceptible pulse and 
heart sounds, and a blood pressure of zero. Over 40 
minutes the patient was given 1,800 ml. of plasma and 
400 ml. of whole blood, at the end of which time the 
blood pressure was 140/105 mm. Hg. This unorthodox 
treatment gave rise to no subsequent ill effects, and the 
patient was discharged in good condition 6 weeks after 
the infarction. The author suggests, on the basis of this 
single case, that “‘ serious consideration be given to the 
use of blood and plasma in the treatment of shock 
accompanying myocardial infarction ”’. 

[Whether transfusion is good treatment for “ shock 
accompanying myocardial infarction” can only be 
determined by further observation and not by pre- 
conceived ideas. This paper is of interest from another 
point of view. The introductory discussion is a good 
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example of the muddled thought resulting from the 
present portmanteau use of the word “shock”. Many 
cases of coronary thrombosis at their onset show low 
blood pressure, cold extremities, moist skin, pallor, and 
unconsciousness. This, according to the author, is 
either “* cardiac shock ” or “ medicalshock”. ‘“* Cardiac 
shock ” is, presumably, a rather purer form of shock than 
“ medical shock”, for “* medical shock” apparently 
includes the circulatory collapse associated with such 
conditions as diabetic coma, pneumonia, and typhoid 
fever. Presumably “ medical shock ”’ is to be differentiated 
from “ surgical shock’. Now the dangers of this wide 
and ill-defined use of “ shock ” to cover a multitude of 
circulatory states are that: (a) instead of a precise 
description of the circulatory state the word “ shock” 
is used, and (b) it leads to the erroneous assumption 
that there is some single underlying defect of mechanism 
responsible for all types of shock. An example will 
make the point clear. Injured patients have been said 
to be suffering from traumatic shock when they show a 
low blood pressure, a raised pulse rate, and evidence of 
peripheral vasoconstriction. In such injured patients we 
can easily distinguish several syndromes: (a) that 
associated with a blood volume of 70% or less of the 
normal, usually caused by haemorrhage and responding 
dramatically to transfusion; (b) that associated often with 
a normal or slightly reduced blood volume, sometimes 
with slowing of the pulse, brought on by painful manipula- 
tions or fright, and akin to the vaso-vagal syndrome; 
this also may be treated by transfusion or by tilting the 
patient; (c) that associated with certain types of 
infection, with normal blood volume, and not responding 
even to massive transfusion. To call all these conditions 
* traumatic shock ” can only lead to confusion, for each 
condition has a different prognosis, requires different 
treatment, and has a different underlying mechanism.] 
E. B. G. Reeve 


1266. Blood Pressure Studies in 100 Cases of Coronary 
Occlusion with Myocardial Infarction 

W. N. CHAMBERS. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 213, 40-45, Jan., 1947. 
18 refs. 


The influence of blood pressure on the incidence, 
clinical course, and prognosis of coronary occlusion is 
deduced from an analysis of 100 cases of myocardial 
infarction, 85 being studied for 1 to 10 years previous 
to the initial attack (a mean of 4 years). Follow-up 
examinations were made on 64 of the 66 survivors over 
a period of 1 to 4 years. The criteria used for the 
diagnosis of hypertension were a systolic pressure of 


‘150 mm. mercury or above and a diastolic pressure of 


90 mm. or above. 

The incidence of hypertension before the attack in this 
series was 74%; of the patients dying of the acute episode 
71% were known to have had hypertension before the 
attack. The initial blood pressure during the attack 
was found to be raised in 53%, normal in 29%, and low 
in 18%, but when the blood-pressure readings were 
compared with those obtained before the attack, of the 
entire group 63% showed an initial fall of blood pressure, 
32% showed no change, and 5% an actual rise. Of this 
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- hypertensive patients and those with normal blood pres- 


5%, all cases had hypertension before the attack, and 
only 1 of this group survived. 

From the follow-up it was seen that, although only 
63% had an initial fall in blood pressure, all cases showed 
a fall at some time during the illness, although frequently 
the fall remained within hypertensive limits. There 
were 2 cases in which the blood pressure did not fall 
until the fourth and the seventh day, respectively, al- 
though it usually occurred on the second or third day, 
if not on the first. Of the patients with hypertension 
who survived, 58% had regained their original hyper- 
tension by the end of the second year while 42% remained 
free of hypertension. As the height of the systolic and 
diastolic blood pressures increased above 150 and 
90 mm. respectively before the attack, the fatalities 
increased. The fall after the attack was greater in 
patients who died than in those who survived; in the 
fatal cases the fall in diastolic pressure was greater than 
the fall in systolic, and the converse was true when 
survival occurred. No difference was found in the 
electrocardiogram at follow-up examination between 


sures, reversion to normal occurring after the same 
interval in both. Unlike other observers, the author 
found that after the initial attack an individual was 
just as likely to have a recurrence whether or not the 
blood pressure returned to its original hypertensive level. 
[Some of these conclusions do not accord with other 
larger series, and the author’s statement that “‘ it has been 
conclusively demonstrated that levels of the blood 
pressure above 140 mm. systolic and 90 mm. diastolic 
are abnormal at any age” will not find general accept- 
ance.] S. Oram 


1267. Specific Dynamic Action as a Means of Augment- 
ing Peripheral Blood Flow. Use of Aminoacetic Acid 
R. Gusner, J. R. Dr PALMA, and E. Moore. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 213, 
46-52, Jan., 1947. 1 fig., 32 refs. 


Of the numerous agents which have been employed to 
increase blood flow to the peripheral vessels, there is, as 
pointed out by Lewis, no remedy so persistently potent 
as warming the body. In this investigation, carried out 
in the Long Island College of Medicine, New York, 
heat production in the body was brought about by utiliz 
ing the specific dynamic action of protein. This is due 
almost entirely to a few amino-acids, notably glycine 
(amino-acetic acid), alanine, phenylalanine, and tyrosine. 
It can be demonstrated experimentally that the heat 
production occurs chiefly in the liver. An increase 
averaging 20% above the basal metabolic rate is attained 
between the third and fifth hours, and an appreciable 
effect is still present after 7 hours. This was found to 
be accompanied by a significant increase in blood flow, 
both to the upper and the lower limbs. 

Twenty grammes of glycerine, flavoured with un 
sweetened cocoa or urea, was dissolved in 200 to 300 ml. 
of milk and administered to 25 patients, including 9 cases 
with peripheral vascular disease, in 26 experiments in the 
basal state. Observations were made of oxygen con- 
sumption, skin temperature of toes, fingers, and forehead, 
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oscillometric pulsation in the calf and forearm, and 


‘quantitative blood flow as determined by the venous 


occlusion plethysmograph. Comparison was made 

with the effect on skin temperature of posterior tibial 

nerve block in 6 cases and of 2 oz. (57 ml.) of whisky in« 
4 cases. 

The average maximal increase in oxygen consumption 
above the basal level in 18 cases studied was 18-4%, 
the maximum increase being 52%. An increase in 
temperature of the toes occurred in all 11 cases with no 
impairment of peripheral circulation, and in 3 or 4 
cases with peripheral vascular disease. The temperature 
of the fingers increased in 14 of 15 cases treated, and that 


‘of the forehead in 6 of 9 cases treated. The average 


rise in temperature at the toes was 4° C., fingers 2°8° C., 
andforehead 1-7°C. Significant increase occurred within 
1 hour after ingestion of glycine, with the maximum rise 
between the second and third hours. The effect of gly- 
cine was compared with that of posterior tibial nerve 
block in 6 cases. In these subjects the average increase 
in toe temperature was 5-7° C. with glycine and 4-5° C. 
with nerve block. Similarly alcohol raised the toe 


_ temperature (average) only 1-2° C., compared with 


3-8° C. for glycine. The amplitude of oscillometric 
pulsation in the calf increased by 25% in 8 of 11 subjects 
with no peripheral vascular disease. Plethysmographic 
studies of the foot revealed that an increase of blood flow 
occurred in 8 of 10 cases, including 4 of 5 cases with 
peripheral vascular disease, the average increase in 
blood flow being 62% in the normal subjects and 30-5% 
in the cases with peripheral vascular disease. S. Oram 


1268. Hypertensive Headache Treated with Potassium 
Thiocyanate 

P. J. W. Mats. Lancet [Lancet] 1, 324-326, March 15, 
1947. 4 refs. 


Potassium thiocyanate was first used in the treatment 
of hypertensive disease in 1903 by Pauli and was 
abandoned because of its toxic effects. By a simple 
method described in this paper of estimating the level in 
the blood stream, toxic doses can now be more easily 
avoided. The salt is a physiological constituent of the 
blood and saliva, and its content in the latter has been 
found to be diminished in some cases of malignant 
hypertension. Of 27 patients with benign hypertension 
in whom headache and dizziness were prominent symp- 
toms, all experienced striking relief within 2 weeks of 
institution of treatment with the drug. In 8 cases, Where 
other symptoms such as noises in the head, insomnia, 
and mental changes were more prominent, the treatment 
was ineffective. In 10 patients with malignant hyper- 
tension some relief from headache was obtained in the 
absence of a raised blood urea. The effect on the blood 
pressure varied widely; there was usually a definite fall 
after treatment for 1 to 2 weeks but this was not sustai 
and there seemed to be little relation between the lowering 
of the pressure and the relief of symptoms. , 

The dosage should be adjusted to keep the blood thio- 
cyanate level at 5 to 8 mg. per 100 ml. The usual 
procedure is to give 0-2 g. in chloroform water thrice 
daily for 3 days, then once daily for the remainder of 
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the week, at the end of which time the blood thiocyanate 
level is estimated and the dose raised or lowered as. 
necessary. The optimal dose for each patient can be 
found only by trial and error. The blood level is 
estimated weekly for the first month, and at less frequent 
intervals later. Toxic symptoms are not encountered 
with this blood level of thiocyanate, but nausea, vomiting, 
extreme lassitude, rashes, thyroid enlargement, coma, 
and death have been reported with higher levels. 
Potassium thiocyanate should be regarded as a palliative 
and its use restricted to cases in which hypertensive 
headache is a predominant and troublesome symptom 
not responding to simpler forms of therapy. It does not 
affect the course of the disease, nor does it permanently 
lower the blood pressure, even in cases in which there is. 
much symptomatic improvement. T. Semple 


1269. The Indications for Irradiation of the Pituitary 
Gland in Patients with Arterial Hypertension — 

E. P. PENDERGRASS, J. Q. GRIFFITH, N. Papis, and R. P. 
BARDEN. American Journal of Medical Sciences [Amer. 
J. med. Sci.] 213, 192-197, Feb., 1947. 7 refs. 


It is generally believed that in high blood pressure due 
to increased activity of the pituitary gland excessive - 
secretion of the pressor hormone is primarily responsible. 
Excess of the pressor hormone is always associated with 
excess of the antidiuretic hormone for which, fortunately, 
there is a clinical test. In other words, in patients with 
high blood pressure who show excess of the antidiuretic 
hormone it is quite likely that the cause of the high blood 
pressure is excessive secretion of the pressor hormone 
from the pituitary gland. 

In such patients radiotherapy may be of value, but 
before such treatment is embarked upon the patient must 
be examined for normal renal function, radiography, 
clinical methods, and biochemistry being used. An 
x-ray examination of the pituitary fossa will also be. 
required, and arrangements must be made for biochemical 
follow-up. The authors’ technique is to use x rays at 
200 kV. and 15 mA. with a filter of 0-5 mm. copper and ° 
1mm. aluminium. The machine is of constant-potential, 
oil-cooled type, giving 68-7 r per minute. Target-skin 
distance is 50 cm. with 2 portals of 9 cm. diameter. 
The portals are lateral temporal, directed at the pituitary 
fossa. Daily exposure is 50 to 200 r to 1 portal; time of 
administration, 12 days; and total exposure, 2 x 1,000 r. 
By this method 142 patients were treated of whom 3 had 
increased intracranial pressure afterwards; only 93 could 
be examined in a follow-up approximately 16 months 
later. About half of these 93 showed lowered blood 
pressure and improvement in general clinical condition: 
Three illustrative case reports are given. 

G. F. Walker 


1270. Tetra-ethyl-ammonium as an Adjunct in the Treat- 
ment of Peripheral Vascular Disease and other Painful 
States 

F. A. Cotter, K. N. CAMPBELL, R. E. L. Berry, M. R. 
Sutter, R. H. Lyons, and G. K. Mog. Annals of 
Surgery [Ann. Surg.] 125, 729-755, June, 1947. 4 figs. 
20 refs. 
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1271. Hemopoiesis in Riboflavin-deficient Rats _ 
K. M. Enpicotr, A. KorNBERG, and M. Orr. Blood 
[Blood] 2, 164-174, March, 1947. 3 figs., 11 refs. 


The haematopoietic tissues in rats are compared in 
the granulocytopenia and anaemia following administra- 
tion of diets deficient in riboflavine and in similar 
conditions due to folic acid deficiency. The effect of 
giving folic acid or riboflavine to these rats is described. 
The experiments were performed in a quantitative manner 
enabling an index of the total quantity of each type of 
cell in the bone marrow to be obtained. [From an 
analysis of photomicrographs the proportion of active 
marrow 
(average of 4 areas in bone marrow 


_area occupied by active marrow 
available marrow space 


was multiplied by the percentage of each type of cell.] 
In these rats folic acid corrected the leucopenia and 
granulocytopenia; riboflavine not only prevented all the 
dyscrasias but cured the anaemia as well. Folic-acid- 
deficient rats have bone marrow similar to that seen in 
granulocytopenic rats—that is, hypoplastic, devoid of 
granulocytes, and with an erythroid cell -hypoplasia; 
both conditions respond to folic acid therapy. In ribo- 
flavine-deficient rats the marrow shows a similar granulo- 
cytopenic picture but there is an erythroid hyperplasia. 
In these animals the anaemia responded only to riboflavine 
therapy and not to folic acid. John F. Wilkinson 


1272. Eosinophilia in Malignant Tumours: Its 
Ss 

N. H. IsAAcson and P. Rapoport. Annals of Internal 
Medicine [Ann. intern. Med.] 25, 893-902, Dec., 1946. 
30 refs. 


Nineteen cases of malignant disease accompanied by 
eosinophilia of the peripheral blood are reviewed from 
the literature together with 15 cases from the authors’ 
hospital. The highest absolute eosinophil count recorded 
was 48,000 per c.mm. The eosinophilia was usually 
of moderate grade only. The authors compute the 
incidence in their hospital at 0-54°% in 2,363 cases of 
malignant tumour. Eosinophilia does not apparently 
depend on the histological type of tumour, its anatomical 
position, or the sex of the patient. It is, however, 


usually indicative of widespread dissemination. The 
actual cause of this blood change is unknown. 
R. Bodley Scott 


1273. The Structure of the Giant Cells in the Blood- 
forming Organs 
J. W. Resuck. Journal of Laboratory and Clinical 
Medicine [{J. Lab. clin. Med.] 32, 660-699, June, 1947. 
77 figs., 77 refs. 
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1274. The Influence of Heat and Formalin Upon the Rh 


Agglutinogen 

H. H. Lusinski and J.C. Portnurr. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.] 32, 178- 
180, Feb., 1947. 4 refs. 


After 5 to 20 minutes’ heating at 50° C. red blood cells 
are not, or hardly, agglutinated by anti-Rh agglutinating 
and blocking sera, but normal agglutination occurs 
with anti-A, anti-B, anti-M, and anti-N sera. Agglutina- 
tion of red-cell suspension, after treatment with dilute 
formalin (0-1 to 1%), is inhibited to a greater extent for 
anti-Rh serum than for anti-A and anti-B sera of equal 
titre. This latter effect is not due to haemolysis of the 
red cells. The reason may be that: (1) the Rh aggluti- 
nogen is situated on the surface.of the cells and the others 
within the cells; (2) the Rh agglutinogens may be less 
numerous and are, therefore, destroyed more quickly; 
or (3) there may be a difference of chemical structure of 
the different agglutinogens. John F. Wilkinson 


1275. Basophilic Stippling of the Red Corpuscles with 
Special Reference to its Occurrence during Chrysotherapy 
L. J. A. Parr and E. A. SHipton. Medical Journal of 
Australia (Med. J. Aust.) 1, 193-198, Feb. 15, 1947. 
51 refs. 


The literature on basophilic stippling of red cells is 
reviewed at some length. Twenty patients taken at 
random from a series undergoing chrysotherapy were 
examined for stippled cells. Films were collected and 
stained within a few hours of collection. Leishman’s 
stain was used, but the film was left more blue than is 
usual. The stippled-cell count, according to the table, 
varied from 200 to 6,500 per million red cells. It is 
suggested that a high stippled-cell count indicates a toxic 
reaction to the drug. 

[The stippled-cell count seems to have been performed 
only once on each patient and at a variable time after the 
institution of gold treatment. No control figures are 
quoted. It is not possible, therefore, to judge whether 
the basophilic stippling was due to the disease, to the drug, 
or to both.] John F. Loutit 
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1276. On Hookworm Anemia. (Aplastic Anemia in 
Hookworm Disease) 

E.@STRANSKY and F. N. Quintos. Blood [Blood] 2, 
63-71, Jan., 1947. 23 refs. 


The authors describe a small series of cases of hook- 


worm anaemia seen in the Philippine General Hospital 


in Manila. They found three types of blood change in 
this condition. In the first the bone marrow is able to 
maintain equilibrium between blood loss and production 
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and there is no manifest anaemia. In this stage of 
“ compensated anaemia ”’ the patient is usually admitted 
to hospital for some other reason and found on routine 
investigation to have eosinophilia and reticulocytosis 
of the peripheral blood. The bone marrow shows 
erythroblastic hyperplasia and eosinophilia. So long 
as food and living conditions are adequate the authors 
believe that this compensation can be indefinitely main- 
tained. The second stage is characterized by anaemia, 
microcytosis, hypochromia, eosinophilia, and reticulo- 
cytosis in the peripheral blood, and by eosinophilia and 
marked erythropoietic activity of the bone marrow. 
In the third stage the anaemia is aplastic and irreversible. 
The patient is weak, easily fatigued, dizzy, and shows the 
manifestations characteristic of the haemorrhagic 
diathesis. All the elements of the blood are reduced and 
the erythropoietic activity of the marrow is almost nil. 
Blood transfusion and iron are ineffective at this stage. 
The authors state that this aplastic type has rarely been 
described before in association with hookworm infesta- 
tion, but believe that the anaemia is not merely coinci- 
dental and that there is a definite causal relationship. 
They attribute the anaemia to marrow exhaustion follow- 
ing continuous blood loss in the presence of various 
unknown factors, including dietary deficiency. 
Janet Vaughan 


1277. Benzidine-negative Stools during Iron Therapy 

S. O. ScHwartTz and C. S. Vit. Journal of Laboratory 
and Clinical Medicine {J. Lab. clin. Med.]| 32, 181-184, 
Feb., 1947. 4 refs. 


An examination was made of the benzidine reaction 
of the stools of 19 young female patients free from gastro- 
intestinal disease, who were put on a meat-free diet. 
All samples became negative in a maximum of 3 days, 
although the majority were benzidine-negative even on 
normal diets. Various iron preparations (ferrous 
sulphate with and without copper sulphate, ferric 
pyrophosphate with copper sulphate, ferrous ammonium 
citrate with vitamin admixtures, and a colloidal iron 
preparation—* ovoferrin”’) were given to 18 of the 
patients in therapeutic doses, and all but 1 gave negative 
reactions. A diet rich in iron did not produce positive 
results, but diets rich in meat often gave positive reactions 
within 24 to 48 hours. John F. Wilkinson 


1278. Folic Acid in the Treatment of Aplastic Anemia 
B. R. GenpeLt. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 32, 139-146, Feb., 1947. 
3 figs., 12 refs. 


Three patients with severe anaemia who were having 
Tepeated blood transfusions were treated with folic acid, 
transfusion being discontinued or diminished. Two of 
them had hypoplastic bone marrow, while the third 
showed a normoblastic and myeloid hyperplasia. [The 
third patient did not have an aplastic anaemia; the history 
and laboratory tests are too scanty to make a diagnosis, 
but there are several other more likely diagnoses.] All 
3 patients gave histories of ingestion of various toxic 
drugs, such as mepacrine, sulphadiazine, and arsenicals. 
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Folic acid was administered in doses of 4 to 400 mg. 
orally per day; there was some slow remission in their 
condition, but the blood in 2 cases did not return to 
normal although the patients felt much better. Remis- 
sion had already started in the third case before the folic 
acid treatment was started; the blood count remained 
normal for 8 months after cessation of folic acid therapy. 
It is suggested that large doses of folic acid should be 
given to these cases over long periods of time. 
John F. Wilkinson 


1279. Metabolic Function of Pteroylglutamic Acid and 
its Hexaglutamyl Conjugate. II. Urinary Excretion 
Studies on Normal Persons. Effect of a Conjugase 
Inhibitor 

M. E. Swenseip, O. D. Birp, R. A. BRown, and F. H. 
BETHELL. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 32, 23-27, Jan., 1947. 13 refs. 


The urinary excretion levels of pteroylglutamic (folic) 
acid were determined in 7 normal individuals, before and 
during the daily administration by mouth of the vitamin 
in its free and conjugated forms in doses of 4 mg. The 
conjugate used was the peptide—pteroylhexaglutamyl- 
glutamic acid isolated from yeast. Two concentrates 
were used; one was relatively pure and contained no 
conjugase inhibitor, the other was a norite eluate of yeast 
and contained conjugase inhibitor. * 

Before treatment the average daily excretion of folic 
acid was of the order of 2-7 yg., but this rose to about 
1,277 pg. after treatment with free folic acid. _Administra- 
tion of the conjugate without inhibitor resulted in excre- 
tion of folic acid in similar amounts, but after administra- 
tion of conjugate containing the inhibitor the folic acid 
excretion levels were considerably lower,. being of the 
order of 200 yg. daily. The use of conjugase inhibitor 
in the form of “* difco ”’ yeast added to purified conjugate 
resulted in a similar low level of folic acid excretion, 
although when it was given along with free folic acid no 
such reduction occurred. In no case was there evidence 
of urinary excretion of folic acid in the conjugate form. 
Attention is drawn to the nutritional and metabolic 
significance of the conjugase inhibitor, since it is present 
in high content in foodstuffs and other natural sources of 
folic acid conjugate. L. J. Davis 


1280. Atypical Anemia, with Spherocytes and Target 
Cells Coéxisting in the Blood 

G. DiscomsBe and G. WATKINSON. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 213, 153-159, 
Feb., 1947. 5 figs., 22 refs. 


The case is described of an Englishman, aged 37, who 
developed a severe anaemia of unknown cause and bizarre 
type. The peripheral blood contained many erythro- 
blasts but few reticulocytes, with a normal total white- 
cell count but some immature myeloid cells. Both 
target cells and spherocytes were present, and fragility 
tests showed a correspondingly great variation in 
resistance of the red cells to hypotonic saline. No sickling 
was observed, and the patient gave no family history 
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either of anaemia or of Levantine ancestry. Sternal- 
marrow punctures revealed active normoblastic erythro- 
poiesis with abnormal multipolar mitoses. The spleen 
was enlarged to twice the normal size, and, as other 
treatment had failed, it was removed; the patient died 
shortly after the operation. Necropsy showed visceral 
haemosiderosis and myeloid metaplasia in liver and 
spleen, hyperplastic bone marrow, and a focus of erythro- 
genesis in the renal pelvic fat. The diagnosis of familial 
acholuric jaundice, acquired haemolytic anaemia, 
Mediterranean anaemia, leuco-erythroblastic reaction, 
chronic malaria, and acute erythraemia were considered 
and discarded. The authors conclude that either the 
case was one of a new syndrome or that it represented 
an individual atypical response to some stimulus. 
Douglas H. Collins 


1281. The Treatment of Pernicious and Related Anemias 
with Synthetic Folic Acid. I. Observations on the 
Maintenance of a Normal Hematologic Status and on the 
Occurrence of Combined System Disease at the End of 
One Year 

C. F. Vitter, R. W. Vitter, and T. D. Spies. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.) 
32, 262-273, March, 1947. 3 figs., 16 refs. 


This study was designed to assess the value of folic 
acid in the maintenance treatment of pernicious anaemia 
and sprue, with special reference to the prevention and 
control of the neurological complications of pernicious 

The cases of pernicious anaemia comprised 21 patients 
maintained in remission by parenteral liver therapy for 
2 to 17 years, and 3 patients in relapse. Liver administra- 
tion was discontinued and replaced by folic acid orally 
for a period of approximately a year. The usual dose 
was 30 mg. three times a week, but in several instances 
the dose was as low as 10 mg. or as high as 50 mg. daily. 
The first group was maintained in haematological re- 
mission by folic acid, but there were fluctuations in the 
blood counts, which were, however, not of statistical 
significance. The 3 patients in relapse at first responded 
satisfactorily to folic acid 10 mg. daily, but subsequently 
required higher doses to maintain haematological and 
neurological remission. 

One patient in whom there were neurological mani- 
festations became worse on 10 mg. folic acid daily, and, 
despite an increased dosage of 50 mg. daily, eventually 
developed cord changes: the latter, however, showed a 
moderate remission after extensive liver therapy. The 
remaining patients gave no evidence of active neurological 
disease at the beginning of the study, but 4 of them 
developed progressive neurological manifestations after 
5 to 8 months of treatment with folic acid. When the 
neurological signs in these patients were unequivocal the 
dosage of folic acid was increased to 50 to 500 mg. daily 
for 10 to 40 days. This was without benefit, but the 
subsequent parenteral administration of refined liver 
extract, 3 to 5 ml. daily, resulted in neurological 
improvement in all the cases. : 

Two cases of sprue were maintained in normal haemato- 
logical equilibrium, and in one of them diarrhoea which 
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had not been controlled by previous liver therapy was 
markedly improved. A mild glossitis appeared when the 
folic acid was withdrawn but cleared rapidly when folic 
acid was again administered. One case of nutritional 
macrocytic anaemia in relapse responded adequately 
to folic acid, 10 mg. daily for 4 months, and remained in 
remission during a subsequent period of observation of 
3 months without specific treatment. A patient who had 
developed a macrocytic anaemia after ileo-sigmoidostomy 
in 1937 had been maintained in haematological remission 
with liver therapy, which, however, failed to control 
abdominal discomfort and a severe diarrhoea. Folic 
acid maintained the normal blood picture, and after 
3 months there was much improvement in the diarrhoea 
and abdominal symptoms. 

[This work provides further evidence that folic acid 
is ineffective in controlling the neurological complica- 
tions of Addisonian pernicious anaemia, and _ that 
reliance upon it in the maintenance treatment of this 
disease is to be deprecated. It confirms the view, how- 
ever, that folic acid is effective as a haematinic in megalo- 
blastic anaemia, and that it may be of definite clinical 
value in cases associated with intestinal deficiency.] 

L. J. Davis 


1282. Liver Extract, Folic Acid, and Thymine in Per- 
nicious Anaemia and Subacute Combined Degeneration 
T. D. Spres and R.E. Stone. Lancet [Lancet] 1, 174-176, 
Feb. 1, 1947. 3 refs. 


This paper is concerned with the clinical assessment of 
the comparative value of parenteral liver extracts and of 
folic acid and thymine by mouth, not only in producing 
and maintaining satisfactory blood levels in patients with 
Addisonian pernicious anaemia, but in relieving and 
protecting against the neurological complications which 
often occur in this disease. 

Twenty-one patients who had been maintained in a 
satisfactory state for 2 to 17 years on parenteral liver- 
extract therapy were given synthetic folic acid, 70 to 
105 mg. weekly, for periods of 10 to 12 months, during 
which the liver therapy was discontinued. Paraesthesiae 
in the limbs and an unsteady gait developed in 4 cases 
after 5 to 8 months, and neurological signs gradually 
developed and increased in number until there was 
unequivocal evidence of subacute combined degenera- 
tion of the cord. Despite an increase in the dose of 
folic acid to 50 to 500 mg. daily for 10 to 14 days, no 
subjective or objective improvement was seen. The 
eventual replacement of the folic acid therapy by daily 
injections of refined liver extract in doses of 5 ml. resulted 
in subjective and objective neurological improvement 
within 10 to 12 days with subsequent satisfactory 
progress. Nine patients with subacute combined 
degeneration were treated with folic acid. The results 
were uncertain in 2 cases, but the remaining patients 
became worse and were not relieved until liver extract 
had been administered. 

Thymine was given by mouth in daily doses of 10 to 
15 g. to 4 patients with Addisonian pernicious anaemia 
during a relapse. The haematopoietic response was 
satisfactory, though not so great as would be expected 


| | 

wit 
Sut 
dai 
val 
con 
pro 
live 
(L. 
nei 
tior 
nol 
to. 
live 
cor 
the 
[ 
of 
of | 
the 
evi 
- sub 
of 
not 
oth 
wit 
foc 
of 
sys 
evi 
| free 
foo 
wit 
lac 
in 
cor 
128 
Gh 
p 
Me 
3r 
“ I 
ma 
cyt 
eff 
aci 
aci 
on 
im 
an 
col 
6) 
wa 
Be 
the 
1-7 


missing substance.] 


with treatment by parenteral liver extracts or folic acid. 
Subsequent maintenance treatment with thymine in 
daily doses of 4 to 5 g. resulted in satisfactory blood 
values. In 2 of the patients, however, neurological 
complications developed and progressed rapidly but 
promptly disappeared after administration of parenteral 
liver extracts. It is concluded that synthetic folic acid 
(L. casei factor) and synthetic thymine (5-methyl uracil) 
neither prevent the development of subacute degenera- 
tion of the spinal cord in Addisonian pernicious anaemia 
nor relieve it once it has developed. Attention is drawn 
to the value of frequent parenteral injections of potent 
liver extracts in the prevention of the neurological 
complications of pernicious anaemia and in ameliorating 
these once they have developed. 

[The answer is now apparently supplied to a question 
of paramount clinical importance raised by the advent 
of folic acid to haematological therapeutics, for, unless 
the conclusions of this paper are not confirmed, it is 
evident that folic acid can in no way be regarded as a 


. substitute for liver products in the maintenance treatment 


of Addisonian pernicious anaemia. This, however, does 
not necessarily detract from its value in the treatment of 
other megaloblastic anaemias, such as those associated 
with sprue and malnutrition. This work will doubtless 
focus attention upon the problem of the mode of action 
of liver extracts in preventing disease of the nervous 
system in pernicious anaemia. Recent experimental 
evidence that the active principle in liver extracts liberates 
free folic acid from inactive conjugates present in the 
food suggests that liver extracts may also be concerned 
with the liberation of an additional unknown substance, 
lacking in pernicious anaemia, at any rate in those cases 
in which neurological complications develop. This 
seems to provide a more attractive explanation than the 
conventional view that liver extracts actually contain the 
L. J. Davis 


1283. The Anti-anemic Properties of Pteroylglutamyl 
Glutamic Acid 

T. D. Spres, R. E. Stone, and R. L. Toca. Southern 
Medical Journal [Sth. med. J.] 40, 175-176, Feb., 1947. 
3 refs. 


The L. casei factor, “folic acid”, now named 
“pteroylglutamic acid”, is effective in producing 
maturation of the erythrocytes in some forms of macro- 
cytic anaemia. The present paper is a description of the 
effects of a synthetic derivative, pteroylglutamyl glutamic 
acid, in which there are two, in place of one, glutamic- 
acid residues. Its use in 2 cases of Addisonian anaemia, 
one of which is described in detail, and in 1 of nutritional 
macrocytic anaemia was followed by general clinical 
improvement, with an increase in the reticulocyte count 
and an increase in haemoglobin and in the erythrocyte 
count. 

In the 1 case described, the seventh relapse in about 
6 years in a man with Addisonian anaemia, the dosage 
was 20 mg., suspended in water, daily for 10 days. 
Before treatment the red cells were 1,410,000 per c.mm., 
the haemoglobin was 5-2 g.% and the reticulocyte count 
1-2%. The bone marrow showed a maturation arrest at 
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the megaloblastic level. On the fifth day of treatment 
the reticulocytes began to increase, to a maximum of 
25-1% on the eighth day. On the tenth day the red cells 
were 2,180,000 per c.mm. and the haemoglobin 6-7 g.%, 
while the reticulocytes had fallen to 13°. Examination 
of the bone marrow showed a decrease in the megaloblasts 
and large islands of nucleated cells.. Concurrently with 
the increase in the reticulocytes, there was great improve- 
ment in the patient’s strength, appetite, and interest in 
life. The other 2 patients reacted in a similar manner. 
The conclusion is that the synthetic substance, 
pteroylglutamyl glutamic acid, produces effects similar 
to those of “ folic acid” in some cases of macrocytic 
anaemia. R. St. A. Heathcote 


1284. Relative Clinical and Hematologic Effects of 
Concentrated Liver Extract, Synthetic Folic Acid and 
Synthetic 5-Methyl Uracil in the Treatment of Macrocytic 
Anemias in Relapse 

W. B. Frommeyer and T. D. Spies. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 213, 135-149, 
Feb., 1947. 4 figs., 13 refs. 


A brief historical outline is given of the steps in the 
treatment of pernicious and other macrocytic anaemias 
up to the trial of folic acid by Spies et al. in 1945, when, 
for the first time, a pure synthetic compound was found 
to have a haematological activity comparable to that of 
liver. In 1946 the present authors, with colleagues, 
reported on the ability of 5-methyl uracil (thymine) to 
induce remission in various types of macrocytic anaemia. 
They now compare the therapeutic efficacy of the two 
synthetic compounds with that of concentrated liver 
extract. They have studied 24 patients treated with folic 
acid, 14 with thymine, and 100 with liver, but the protocols 
are limited to 4 representative cases. 

The first patient, a man aged 46 with pernicious 
anaemia, was observed through three successive relapses. 
In the first of these he was given concentrated liver 
extract, | ml. intramuscularly daily for 6 days. In the 
second relapse he received folic acid, 50 mg. by mouth 
twice daily for 20 days; and in the third 5-methyl uracil, 
2 g. thrice daily by mouth for 19 days. The clinical 
condition and the blood picture were reasonably similar 
before the start of each treatment. Liver extract 
induced both the highest reticulocyte response and the 
best rate of red-cell regeneration. The response to folic 
acid was of a somewhat lower order but clinical improve- 
ment was equally good, while with 5-methyl uracil there 
was less improvement in all respects, and relapse occurred 
within 60 days of the onset of this treatment. 

The second patient, a man aged 76, had nutritional 
macrocytic anaemia, characterized by megaloblastic 
marrow, macrocytic blood, presence of free acid in the 
stomach, loss of weight, chronic diarrhoea, and a dietary 
history indicating deficiency of thiamine and niacin. A 
similar course of treatment in three successive relapses 
showed that liver extract had a clear advantage over the 
synthetic compounds. On the eighth day of folic acid 
treatment (5 mg. twice daily by mouth) a high reticu- 
locyte peak (60-4%) was reached, but the ultimate 
regeneration of red cells and the clinical improvement were 
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less satisfactory. Two men with tropical sprue were 
treated in Cuba, one with folic acid the other with 
5-methyl uracil. The results in the patient who was 
given folic acid were better than those in the patient 
receiving 5-methyl uracil. 

The authors’ general conclusions are that 5-methyl 
uracil, though of great scientific interest, has no practical 
therapeutic value; that the clinical and haematological 
response to folic acid and to liver is about equal, but that 
for constancy and speed of reaction concentrated liver 
is the more reliable agent. Folic acid is easier to 
administer but tends to give a slower red-cell rise. The 
authors are doubtful whether either synthetic folic acid 
or synthetic 5-methyl uracil can prevent the development 
of the neurological manifestations in pernicious anaemia. 
It is known that there is not enough folic acid in liver 
extract to account for the activity of the latter. Their 
experience is that the following daily dosages will give a 
maximal reticulocyte response in the average case: 
concentrated liver extract (reticulogen) 0-5 ml.; synthetic 
folic acid 10 to 20 mg.; 5-methyl uracil (thymine) 15 g. 

[The control of these cases, both in and out of hospital, 
seems to have been of a high order, and these observations 
under almost experimental conditions will be of great 
interest to many haematologists who are merely able to 
form impressions from their own experiences. It may 
be noted that all three agents caused a reversion of the 
sternal marrow picture from megaloblastic to normo- 
blastic by the day following the peak reticulocytosis. 
The not infrequent failure of folic acid to effect full 
recovery from the anaemia in spite of a highly promising 
reticulocyte response is becoming generally appreciated. 
Further work on the post-reticulocyte phase of recovery 
is clearly needed.] Douglas H. Collins 


1285. Pathogenesis of Exythroblastosis Fetalis; Statisti- 
cal Evidence 
A. S. Wiener. American Journal of Clinical Pathology 


[Amer. J. clin. Path.] 16, 761-767, Dec., 1946. 14 refs. 


In 97 families in which there was erythroblastosis the 
type of antibody in the mother’s serum was studied in 
relation to the child’s disease. Twenty-five mothers had 
the ordinary complete antibody, and in these cases 16 of 
the infants had icterus gravis, 7 had haemolytic anaemia, 
and only 2 were stillborn. Where 57 mothers had 
incomplete or blocking antibodies, only 8 infants had 
icterus gravis, and 24 haemolytic anaemia, while 25 were 
stillborn. Where both types of antibody were present 
the incomplete antibody appeared to influence the type 
of disease. The author suggests that this may be due to 
the fact that the molecule of incomplete or univalent 
antibodies is smaller and passes more easily through the 
placenta. Marjorie Le Vay 


1286. Pathogenesis of Passive Rh Isosensitization in the 
Newborn (Erythroblastosis Fetalis) : 

R. R. Darrow and J. CHAPIN. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 73, 257-278, 
March, 1947. 50 refs. 


DISORDERS OF THE BLOOD 


1287. Observations on the Effect of Irradiation in 
Chronic Acquired Hemolytic Anemia Exhibiting Hemolytic 
Activity for Transfused Erythrocytes 

R. S. Evans and R. T. Duane. Blood [Blood] 2, 72-84, 
Jan., 1947. 4 figs., 20 refs. 


The-authors describe in detail a case of acquired 
haemolytic anaemia in a woman of 58 admitted to 
Stanford University Hospital. No atypical haemolysins 
were demonstrated by in vitro tests, but transfused red 
cells were’ eliminated from the circulation at an abnor- 
mally high rate. Since it has been shown by others that 
sufficient irradiation of lymphatic tissue will inhibit 
antibody formation, it was thought worth while to try 
the effect of irradiation on the haemolytic process. The 
combination of irradiation and transfusion was followed 
by a remission in the severity of the disease, but the final 
outcome was fatal. In a second patient with a similar 
type of haemolytic anaemia irradiation alone without 
transfusion caused no slowing of the haemolytic process, 
The authors consider that the effect of the transfusion 
in the first case was specific and not dependent on red- 
cell replacement alone, since the rise in haematocrit 
value was greater than could have been accounted for by 
the transfused cells. Janet Vaughan 


HAEMATOPOIETIC SYSTEM 


1288. Multiple Myeloma. Review of Eighty-three 
Proved Cases 

E. D. Bayrp and F. J. Heck. Journal of the American 
Medical Association [J. Amer. med. Ass.] 133, 147-157, 
Jan. 18, 1947. 7 figs., 68 refs. 


The clinical and pathological features of multiple 
myeloma in 83 patients are reviewed. Pain is the out- 
standing symptom; it is steadily progressive, aggravated 
by exertion, relieved by rest, and often accompanied by 
striking superficial tenderness. Pathological fractures 
were seen in only 16% of cases. Involvement of the 
nervous system, most often shown by root pains, occurred 
in 14%. Bleeding from mucous membranes is not 
common (6 cases) but may be severe and is associated 
with high values for serum globulin. Localized tumours 
were seen in 10 cases only. The average age of the 
patients was 57 (37 to 78), and men outnumbered women 
by 3 to 1. Characteristic x-ray changes were found in 
the bones of the majority, but in 12% no abnormality 
of the osseous system could be shown, although other 
diagnostic signs were present. It is emphasized that 
positive x-ray findings are not essential for the diagnosis 
of multiple myeloma. Bence-Jones protein was not 
constantly found in the urine, only 53% being positive. 
Anaemia was frequent; 53% had less than 11 g. haemo- 
globin per 100 ml. blood when first seen, 56°, had a 
red-cell count of less than 4,000,000 per c.mm., and 25% 
less than 3,000,000 per c.mm. Excessive rouleaux 
formation was noted in 60% of cases and was closely 
related to increased sedimentation rate and serum 
globulin. Leucocyte counts were usually normal or low, 
but abnormal cells were common; myelocytes and less 
often myeloblasts were seen. Myeloma cells were only 
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formed over 40% of the leucocytes. Discussing the 
question of plasma-cell “ leukaemia”, the authors take 
the view that it is not a separate entity but is simply 
one type of multiple myeloma. Serum proteins were 
raised in 73% of 55 patients investigated, and in all but 
3 the albumin-globulin ratio was reversed. Serum cal- 


cium was raised to over 12 mg. per 100 ml. only in 8 out » 


of 41 cases; serum phosphorus and alkaline phosphatase 
figures varied greatly. 

Ten cases of solitary myeloma are reported, but it is 
stated that “‘ since we have begun doing sternal aspira- 


‘tions routinely on these patients, we have not encountered 


any solitary myelomas ”’; sternal marrow smears always 
showed myeloma cells indicating that the condition was 
generalized. In diagnosis sternal marrow biopsy is the 
most important single investigation; negative results 
should not be taken as final in suspected cases, and the 
biopsy should be repeated. Smears are more important 
than sections, as cell detail is liable to be obscured in the 
latter; a case reported as one of “ myeloblastoma ” 
from sections was found from the smears to be one of 
typical plasma-cell myeloma. The average duration of 
life after diagnosis was 10 months (1 week to 72 months). 
Neither Bence-Jones proteinuria nor serum protein level 
has any prognostic value. The authors regard multiple 
myeloma as a general disease, and emphasize that not 
all the diagnostic features are present as a rule in each 
case. It is a uniformly malignant and rapidly fatal 
disease varying from the solitary to the leukaemic stage 
at either extreme. _ M. C. G. Israéls 


1289. A Study of the Sternal Marrow and Peripheral 
Blood of Fifty-five Patients with Plasma Cell Myeloma 
L. W. DicGs and M. S. SirripGe. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.) 32, 167-177, 
Feb., 1947. 5 figs., 15 refs. 


The authors describe the cytological characteristics of 
the bone marrow and peripheral blood in 55 patients 
with plasma cell myeloma, the diagnosis being established 
by combined clinical, laboratory, radiological, and 
marrow findings. Sternal-marrow punctures supplied 
the marrow smears and disclosed increased cellularity, 
a relative and absolute increase in plasma cells (4 to 90%, 
only 7 being below 10%), an increased number of 
plasmoblasts, early plasma cells, and plasma cells in 
mitosis; plasma cells were grouped and nuclear 
abnormalities included multiple nuclei, nuclear fragments, 
and indented or lobulated nuclei; cytoplasmic 
abnormalities were displacement or absence of relatively 
unstained areas in some of the cells, variations in size 
with large forms, marked irregularities in shape with 
blunt and hair-like cytoplasmic projections and ragged 
streamers, and cytoplasmic debris. There was a relative 
and absolute decrease in the myeloid, erythroid, and 
megakaryocytic elements, a slight lymphocytosis, and 
some eosinophilia. Rouleaux formation was noticeable. 

No plasma cells were observed in the peripheral blood 
films of 26, less than 1% in 19, 1 to 3% in 4, and more than 
4% in 4. Plasma cells seen in the blood were more 
mature than in the marrow. The “ myeloma cells” 
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-seen in the blood in 10% of cases, but in 1 patient they 


described in the literature are early plasma cells, and the 
former term should be discontinued as it is non-specific. 
The authors support the view that: (1) plasma cells arise 
from reticulum cells; (2) plasma cells are a distinct 
strain of cells morphologically different from erythroid, 
myeloid, and lymphoid types; and (3) there is no sharp 
line of demarcation between solitary plasmacytoma, 
plasma-cell myeloma (multiple plasmocytoma), and 
plasma-cell leukaemia. John F. Wilkinson 


1290. Stilbamidine and Pentamidine in Multiple Myeloma 
I. SNAPPER. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 133, 157-161, Jan. 18, 1947. 
9 refs. 


The diamidine compounds were prepared for the treat- 
ment of kala-azar. In this disease serum globulin is 
increased and the same change is frequently noticed in 
multiple myeloma. For this reason diamidines were 
given to myeloma patients and the effects were studied. 
The treatment was combined with a diet low in animal 
protein. Tables show diets with daily protein contents 
of 64 to 87 grammes and total calorie values of 1,480 to 
2,224 daily. Stilbamidine was usually given intra- 
venously in doses of 50, 100, and 150 mg. on the first, 
third, and fifth days, and then 150 mg. on alternate days 
until a total dose of 4 to 5 grammes had been given. 
Pentamidine was administered in 100-mg. doses on 
alternate days to a total of 2 to 3 grammes. Reactions 
were few, but sometimes sweating had to be controlled 
with atropine gr. za (0-45 mg.); a late sign of intoxica- 
tion was dissociated anaesthesia in the trigeminal nerve 
area, but there was spontaneous recovery in most cases. 
Eleven patients received stilbamidine alone and 1 
pentamidine alone; in 1, pentamidine relieved pain 
when stilbamidine did not, while in 2 pentatnidine was 
ineffective but stilbamidine relieved the pain. The 
diagnosis in all cases was established by sternal puncture. 
The treatment resulted in symptomatic improvement, 
especially rapid alleviation of pain, and it checked the 
course of the disease, but myeloma cells still persisted in 
the marrow, and Bence-Jones proteinuria and hyper- 
globulinaemia, when present, also persisted. Stilba- 
midine produces precipitates of ribonucleic acid in the 
cytoplasm of the myeloma cells, but no nucleic degenera- 
tion takes place. The degree of retardation of the pro- 
gress of the disease is considerable. The patient feels 
completely well, but it is important not to allow too early 
mobilization, since the bones remain diseased. The 
low-protein diet is an essential part of the treatment and 
results will not be obtained on a diet which is high in 
protein. 

[The diet is ‘“‘ low protein” by American standards; 
the specimens given provide about as much protein as 
the current British rations.] M. C. G. Israéls 


- 


1291. The Radiosensitivity of Erythroblasts 

M. A. BLoom and W. BLoom. Journal of Laboratory and 
Clinical Medicine [{J. Lab. clin. Med.] 32, 654-659, 
June, 1947. 11 refs. 
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- Respiratory Disorders 


1292. Penicillin Inhalation Therapy 

M. S. SEGAL and C. M. Ryper. New England Journal of 
Medicine [New Engl. J. Med.) 236, 132-138, Jan. 23, 
1947. 1 fig., 28 refs. 


This paper describes the use of penicillin aerosol in the 
treatment of 85 patients with pneumonia, suppurative 
bronchitis, bronchiectasis, lung abscess, infective bron- 
chial asthma, infective laryngo-tracheo-bronchial oedema, 
and emphysema. 

Topical penicillin levels were attained by the administra- 
‘tion of concentrated doses of the sodium or calcium 
salt six times daily. Patients with septicaemia or toxaemia 
required in addition intramuscular therapy. Generally 
25,000 units were dissolved in 1 ml. of saline and given 
at 3-hourly intervals in six to eight doses daily. The 
patients with pneumococcal pneumonia and those with 
acute or chronic sinusitis received 25,000 units at 2-hourly 
intervals for six doses and thereafter at 3-hourly intervals. 
The patients with the more serious types of pneumonia 
and lung abscesses received 50,000 units in 2 ml. of saline. 
The calcium salt was less irritating than the sodium. 
Sore tongue and stomatitis were relieved by the use of 
saline mouth washes, attention to dental hygiene, and 
frequent sips of water. Oedema of the lips and of the 
oral mucous membrane and urticaria were treated by a 


change in the brand of penicillin or by the addition of 
oral benadryl ”’. 

The apparatus consisted of a nebulizer enlarged to a 
capacity of 2 litres to permit the utilization of the 
expired penicillin. An oxygen flow of 5 to 7 litres a 
minute was sufficient to supply 1 ml. of penicillin aerosol 


in 15 minutes. Loss of the drug during expiration was 
prevented by incorporating a glass Y-tube placed just 
proximal to the inlet of the nebulizer; the patient or 
nurse was instructed to close the open end with a finger 
during most of the inspiratory cycle and to remove the 
finger at the end of inspiration and during the entire 
expiration. An Ohio humidifier, filled with hot water, 
is attached directly to the regulator of the oxygen 
cylinder. The nebulizer can also be attached to 
tracheotomy tubes, tents, or masks. 

Penicillin blood levels varied from 0-015 to 0-225 
units per ml., but blood level is not necessarily a measure 
of topical effectiveness. In a group of normal medical 
students the inhalation of sodium penicillin in saline 
gave higher blood levels than did penicillin in 1% 
** neosynephrine ”’. 

Clinical cures were obtained in 9 patients with pneu- 
mococcal pneumonia and in 1 with a pulmonary infarct 
and pneumonitis. The authors advocate penicillin 
aerosol therapy for pneumonia due to streptococci, 
staphylococci, and  penicillin-susceptible strains of 
Friedlander’s bacillus; sulphonamides or parenteral 
penicillin for uncomplicated lobar pneumonia; and 
combined intramuscular and aerosol therapy for those 


seriously ill. The patients with pneumococcal pneu- 
monia required treatment for 3 to 7 days, while in 
staphylococcal pneumonia treatment was continued for 
at least a week after all the clinical and radiographic 
signs of infection had subsided. Massive doses of 
100,000 units at 3-hourly intervals were employed in 
infection with Friedlander’s bacillus. The results in 
infective bronchial asthma were disappointing, although 
the penicillin-sensitive organisms disappeared from the 
sputum. [This is in keeping with the findings of other 
investigators.] Thirty patients with bronchiectasis were 
studied, most of whom received a course of penicillin 
therapy for 6 weeks, and returned for an additional 7 to 
10 days’ of treatment at intervals of 3 to 6 months. 
Postural drainage was carried out before each treatment. 
There was considerable improvement in all cases. 
Defervescence, lessening of toxicity, diminution in the 
amount of daily sputum, loss of thé foul character of 
the sputum, rapid disappearance of the penicillin-sensitive 
organisms, improvement in appetite, and gain in weight 
were observed. The treatment was helpful in the control 
and prevention of the commonly recurring attacks of 
pneumonitis, and was also used as a _ pre-operative 
and post-operative measure in cases where lobectomy 
was considered suitable. Streptomycin by combined 
intramuscular and aerosol therapy may prove of value 
in pulmonary infection due to Friedlander’s, influenzal 
or tubercle bacilli. Sinus involvement complicating 
bronchiectasis was treated with penicillin aerosol by the 
nasal route, suction being employed before the positive- 
pressure aerosol. 

Eleven cases of lung abscess were treated; the results 
in the aerobic, non-odoriferous, post-pneumonic type 
were good, but in the anaerobic, putrid, atelectatic types 
were disappointing, in spite of combined aerosol and 
intramuscular therapy. Postural drainage was carried 
out before each treatment, and therapy was continued 
for at least 4 weeks. Clinical and radiographic confirma- 
tion of cure was obtained in all cases. Dosage of 
50,000 units given at 3-hourly intervals was considered 
adequate. Six cases of laryngo-tracheo-bronchial oedema 
associated with severe infection received penicillin aerosol, 
constant. streams of oxygen or mixtures of 75% helium 
and 25% oxygen being employed. The conventional 
treatment with sulphonamides, parenteral penicillin, and 
oxygen had been tried with little benefit. Striking 
improvement was obtained in 6 patients with severe 
pulmonary emphysema. These patients are subject to 
recurrent bouts of respiratory infection and their pul- 
monary reserve diminishes with each bout. The patient 
can be made more comfortable with the use of 50% 
concentrations of oxygen, aminophylline, aerosolized 
bronchodilator drugs, and the use of an abdominal belt. 
The addition of courses of penicillin aerosol therapy 
produces striking improvement with increase in vital 
capacity. Geoffrey McComas 
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1293. Exudative Tonsillitis and Pharyngitis of Unknown 
Cause 

CoMMISSION ON ACUTE RESPIRATORY DISEASES. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
133, 588-593, March 1, 1947, 7 figs., 12 refs. 


Observations were made on 54 cases of throat infection 
caused “by the B-haemolytic streptococcus and 125 cases 
of tonsillitis and pharyngitis in which a streptococcal 
origin could be excluded. A comparison shows that the 
clinical manifestations were more acute in the strepto- 
coccal cases, in which higher temperature, redness, 
swelling and exudate of tonsils and pharynx, enlarged 
and tender lymph nodes, and leucocytosis were more in 
evidence than in the other group. These criteria may 
suggest the correct diagnosis, which in all doubtful cases 
should be based on cultural and serological methods. 

B. Samet 


1294. Physiologic and Antibiotic (Penicillin) Therapy in 
Chronic Hypertrophic Pulmonary Emphysema 

A. L. BARACH and B. GARTHWAITE. Diseases of the 
Chest [Dis. Chest] 13, 91-122, March-April, 1947. 
1 fig., 53 refs. 


The pathological physiology of emphysema is first 
reviewed with stress on the effects of bronchial spasm 
and of bronchial infection in causing chronic partial 
bronchial obstruction, which the authors, who carried 
out their investigations at Columbia University and the 
Presbyterian Hospital, New York City, regard as the 
principal cause of emphysema. Relief of bronchial 
spasm, as in the symptomatic treatment of asthma, is 
therefore important. Other measures directed to 
diminishing the physiological handicap of emphysema 
are the wearing of a specially designed upper abdominal 
belt and the use of oxygen therapy. In 12 patients 
repeated compression of the upper abdomen during the 
latter third of expiration caused an increase in vital 
capacity of 200 to 1,000 ml. Drugs used in bronchial 
relaxation include adrenaline, ephedrine, theophylline- 
ethylenediamine aminophyllin’’), and ‘* demerol”’ 
(pethidine). The authors administer aminophyllin by 
mouth on an empty stomach in a dosage of 0-2 g. in the 
morning and again in the afternoon. In patients who 
develop nausea it may be given in a dose of 0-6 g. by 
rectum. Ephedrine, 25 mg., is given on rising, after 
breakfast, and at 3 p.m. If given at night, it is accom- 
panied by a mild barbiturate to counteract sleeplessness. 
Aminophyllin, 0-2 or 0-3 g., and ephedrine, 25 mg., are 
sometimes administered together in a capsule twice a 
day. If the patient does not get relief from these 
measures, inhalation of a mixture of 0-3 ml. of 1 in 100 
adrenaline and 0-5 ml. of 1 in 100 “ neosynephrine ” 
nebulized by a flow of 5 litres per minute of oxygen is 
helpful. Refractoriness to any of these drugs may 
develop rapidly. When the patient has become refrac- 
tory to all these drugs the best measure is rest in bed 
with the administration of pethidine, 50 mg. by mouth, 
after each meal and before going to bed. If the patient 
is in hospital 50 mg. may be given hypodermically 3 
times a day. Pethidine should be used alone. Sensitive- 


ness to aminophyllin and to ephedrine are generally 
restored after 4 to 6 days of this treatment. The possi- 
bility of addiction is recognized. 

A simple form of physiotherapy, by manual compres- 
sion of the upper abdomen during the latter third of 
expiration, is often helpful. The patient may be taught 
to carry this out himself. Inhalation of a broncho- 
dilator solution immediately before this procedure is 
often helpful. Inhalation of 70 to 100% oxygen from a 
mask for 20 to 30 minutes 2 or 3 times a day is claimed 
to lower the volume of ventilation and to decrease the 
over-inflation of the lungs. In some patients oxygen 
may be employed continuously, though the results may 
be temporary and the oxygen concentration must be 
gradually lowered at the end of treatment. It is not 
suitable for patients with senile emphysema or those 
with intense overdistension, but is useful in pulmonary 
fibrosis and congestive heart failure. In chronic arterial 
anoxia oxygen therapy should be started with low con- 


centrations, as abrupt exposure to 50% oxygen may 


lead to irrationality and delirium in 3 to 12 hours; this 
may last from 2 to 7 days and then spontaneously dis- 
appear. On oxygen therapy the arterial content of 
carbon dioxide, after an initial rise, gradually falls to 
10 or 15 volumes per cent. This is taken to indicate 
improvement in lung function, and oxygen concentration 
is lowered accordingly. 

Penicillin therapy is indicated in cases with bronchial 
infection. In some patients it was given by inhalation 
as an aerosol, in others intramuscularly and by mouth. 
The usual daily dose by inhalation is about 100,000 units 
in divided doses 5 to 7 times daily. A closed tent has 
been devised for semi-continuous administration of 
oxygen and penicillin aerosol. In some cases sodium 
sulphathiazole or sodium sulphadiazine, and in others 
streptomycin, has been combined with penicillin to 
broaden the range of antibacterial activity. 

The comparative results of antibiotic and of “‘ physio- 


logical’? therapy are summarized as follows. Of 86 - 


courses of treatment improvement attributable chiefly to 
penicillin therapy was “ marked” in 20, “ moderate” 
in 19, “slight” in 25. In 22 no improvement took 
place. In the same group “ physiological” therapy 
resulted in marked improvement in 9, moderate in 36, 
slight in 23, and no improvement in 18. The charac- 
teristic disappearance of Gram-positive organisms with 
replacement by Gram-negative bacteria was seen after 
treatment. In all, 86 courses of treatment were adminis- 
tered, some patients receiving both antibiotic and physio- 
logical treatment. Of the 66 patients whose condition 
was improved, 31 appeared to be more influenced by 
“* physiological ” therapy and 27 by antibiotics; in the 
remaining 8 patients the two measures seemed equally 
effective. 

It is noteworthy that in half the cases the claimed 
improvement lasted for less than 2 months. 

J. G. Scadding 


1295. Intrapleural Haemorrhage following Artificial- 
pneumothorax Refills 

A. K. Mirier and L. R. J. Rinket. Lancet [Lancet] 1, 
906-908, June 28, 1947. 3 refs. 
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RESPIRATORY DISORDERS 


1296. Discrepancies Between Clinicoradiological and 
Bronchospirometric Findings 

R. F. VACCAREZZA, A. LANARI, and A. Sousrifé. Ameri- 
can Review of Tuberculosis [Amer. Rev. Tuberc.| 55, 
128-143, Feb., 1947. 11 figs., 16 refs. 


In over 420 cases a separate examination of each lung 
was made by means of broncho-pulmonary spirometry, 
in order to study the functional capacity of the organ. 
The examinations were perfomed by intubation, Gebauer’s 
type of instrument being generally used. There were 
only two accidents, both due to “‘ pantocain ” intolerance, 
and they were not of a serious nature. Vital capacity, 
complementary and supplementary air, minute volume of 
ventilation, oxygen consumption, and _ ventilation 
equivalent were studied. A transitory increase in cough 
and expectoration was noted in a few cases. The 
operation was not carried out in patients with obvious 
laryngeal lesions, or in those who had active tuberculous 
lesions or who had recently had haemoptysis. In the 
majority of cases this separate functional examination of 
each lung confirmed the impressions obtained of their 
functional capacity by routine clinical and radiological 
examination, but brief case records are given of 15 
patients in whom there were discrepancies between 
clinico-radiological and bronchospirometric examina- 
tions and in which the latter revealed an unsuspected 
diminution in respiratory function of one lung. These 
were all examples of fibro-caseous tuberculosis. The 
paradoxical results encountered in these 15 cases are 
discussed by the authors; emphysema associated with 
fibrosis, incomplete bronchial obstruction either of the 
stenotic or valvular type, pleural symphysis, or changes 
in the chest wall (muscular atrophy, paresis or paralysis 
of the chest wall) are considered to be possible factors 
accounting for them. S. Roodhouse Gloyne 
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1297. The Epidemiology of Terminal Bronchopneumonia. 
I. The Significance of Post-mortem Cultures in Deter- 
mination of the Etiology of Terminal Pneumonia 

W. G. Smitur and D. R. DUERSCHNER. American 
Journal of Hygiene [Amer. J. Hyg.) 45, 1-12, Jan., 1947. 
5 figs., 12 refs. 


This investigation was undertaken to determine the 
prevalence, the aetiology, and the mechanism of pro- 
duction of terminal bronchopneumonia. A _ large 
number of necropsies were made and infinite care was 
taken in the collection and storage of bacterial material, 
obtained from the nasopharynx, the trachea at its bifur- 
cation, the parenchyma of the lungs, and the heart’s 
blood. A great variety of organisms is found in the 
normal nasopharynx, the most important ones in the 
production of terminal pneumonia being the pneumo- 
cocci, the influenza bacillus, the B-haemolytic strepto- 
coccus (Lancefield group A), and Staphylococcus aureus. 
At the upper end of the trachea there appears to be a 
mechanical and immunological barrier, past which the 
organisms cannot travel. The authors are concerned 
to know whether this barrier is complete. 


‘used as controls. Pneumococci, 


The trachea was examined in 16 cadavers of persons 
who had died suddenly, and a flora was found, quantita- 
tively similar to that in their nasopharynx, but in greatly 
decreased numbers. No bacteria or very few were seen 
in the trachea on bronchoscopy of 14 healthy persons, 
and it is contended that organisms found in the lower 
respiratory tract after death are carried there from the 
upper respiratory tract by mechanical means, either in 
the last few hours of life or after death. Much of the 
evidence shows that there is no post-mortem invasion of 
the lungs by bacteria from the trachea of nasopharynx 
up to 36 hours after death. Correlating this with the 
findings in persons who had a definite terminal broncho- 
pneumonia, the authors conclude that the presence of 
pathogens in the lungs is synonymous with pulmonary 
infection, and indicates actual or at least potential 
bronchopneumonia. Richard D. Tonkin 


1298. The Epidemiology of Terminal Bronchopneumonia. 
I. The Selectivity of Nasopharyngeal Bacteria in Invasion 
of the Lungs 

W. G. SmiLur and D. R. DUERSCHNER. American 
Journal of Hygiene {|Amer. J. Hyg.) 45, 13-18, Jan., 1947. 
4 refs. 


Bacteriological studies were made of the lungs from 
207 cases seen at necropsy, of which 109 showed a 
terminal bronchopneumonia. The remaining 98 were 
influenza bacilli, 
B-haemolytic streptococci, and Staphylococcus aureus 
were most frequently found, the pneumococcus being the 
most important. When a strain of pneumococcus was 
obtained, it was also encountered in the nasopharynx, 
and the authors infer that if these organisms are present 
in the nasopharynx when a patient is suffering from some 
other debilitating condition the chances of his developing 
pneumonia are high. Not only do pneumococci occur 
more often than the other organisms but they are more 
frequently seen alone, the others being found in combina- 
tion. All four are, however, capable of producing a 
terminal pneumonia. 

In many of the controls the lungs were found to harbour 
one or other of the above potential pathogens. The 
authors suggest in explanation of this that in half of 
these instances the patient had died a sudden death, 
before there had been time for pneumonia to develop, 


and that in the remainder sulphadiazine or penicillin 


therapy had been given. This would indicate that 
specific therapy may be of great value in checking the 
development of bronchopneumonia in individuals suffer- 
ing from debilitating illnesses.. Richard D. Tonkin 


1299. Neurological Complications in Atypical Pneumonia 
J. M. Howes. British Medical Journal [Brit. med. J.) 
1, 218-220, Feb. 8, 1947. 14 refs. 


In 6 cases of atypical pneumonia serious neurological 
symptoms occurred. Atypical pneumonia is generally 
considered to be caused by a virus infection, though a 
singie aetiological agent has not yet been identified. The 
clinical diagnosis depends almost entirely upon skiagrams 
of the chest, which show patchy opacities in one or both 
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lungs with a streaky increase in density radiating from 
the lung root. A mottled type of shadowing is also 
usually seen in the lower lobes. The mortality rate is 
low and serious complications or sequelae rarely develop. 
The cases described included 2 of “acute infective 
polyneuritis ”, 2 of lymphocytic. meningitis, 1 of “‘ serous 
meningitis ”, and 1 of encephalitis. The first 2 patients, 
after some days of pyrexia, severe cough, and respiratory 
distress, developed flaccid paralysis, in 1 case of the legs 
(with inability to pass urine, loss of knee-jerks and ankle- 
jerks, absence of abdominal reflexes and mental con- 
fusion), and in the other case of legs and arms (with 
difficulty in swallowing, hoarseness, weakness of inter- 
costal and abdominal muscles, absence of tendon-jerks 
and abdominal reflexes, but no sphincter or mental dis- 
turbance). The third patient had severe frontal head- 
ache, pain and stiffness in the neck, slight confusion and 
delirium, and congested fauces and tonsils with greyish 
pseudo-membrane (Klebs-Loeffler bacilli and haemolytic 
streptococci were not found). Cerebrospinal fluid was 
under a pressure of 150 mm., with 122 lymphocytes per 
cmm. The fourth patient developed acute pain and 
tenderness in the left frontal region, pain and stiffness in 
the neck, with Kernig’s sign and bilateral extensor planter 
responses. Cerebrospinal fluid was under a pressure of 
300 mm., with 100 cells per c.mm. (50% lymphocytes). 
The fifth patient with pyrexia up to 103° F. (39-4° C.), 
severe cough and malaise, and intense frontal headache, 
showed no papilloedema, meningism, or other neuro- 
logical sign. Cerebrospinal fluid was under a pressure 
of 300 mm., with no cell increase. In the sixth case the 
illness began with severe pharyngitis resembling diph- 


‘theria, but no Klebs-Loeffler bacilli were found. Later 


the patient passed into a state of irritable stupor, with 
neck rigidity and bilateral extensor responses. Cerebro- 
spinal fluid pressure was 160 mm., with no cells. In all 
the cases skiagrams of the chest showed, in one or both 
lungs, the characteristic appearances of atypical pneu- 
monia. In all the cerebrospinal fluid was clear and sterile 
and the Wassermann reaction negative. All the patients 
made a good and rapid recovery, with complete dis- 
appearance of the neurological complications; in each 
case the clinical picture, though variable, suggested a 
virus infection. The very infrequent occurrence of 
neurological complications suggests that the virus of 
atypical pneumonia is primarily viscerotropic and there- 
fore, when such complications occur, the results are not 
sO severe as in infections with primarily neurotropic 
viruses. Myra Mackenzie 


1300. The Treatment of Pneumococcic Pneumonia with 

Oral and Intramuscular Penicillin 

H. F. Downe, G. ROTMAN-KAVKA, H. H. Hussey, and 

H. L. HirsH. American Journal of the Medical Sciences 

pe J. med. Sci.| 213, 413-417, April, 1947. 2 figs., 
Tels, 


This is an account of the treatment of 168 patients 
suffering from pneumonia due to _penicillin-sensitive 
organisms. Of this series 109 were given penicillin by 
intramuscular injection of 15,000 units every 3 hours, 
and 59 were treated with penicillin by the mouth in doses 


of 75,000 units every 3 hours. Treatment was continued 
in both groups until the symptoms subsided and the 
temperature had fallen and remained normal for at least 
3 days. It was found that intramuscular injections were 
better when cost had to be considered or when the patient 
was unconscious or unhelpful. Treatment by the mouth 
is to be preferred when injections are disliked or are 
impracticable. 

A comparison of the results in the two groups 
showed very little difference. Of the 168 patients, 7-1% 
died. Of those who had intramuscular injections, 
7-4% died; and of those receiving penicillin by the mouth, 
5-1% died. Complications in both groups were few and 
mild. The two groups showed very little difference in 
the clinical course of the disease, but the authors 
believe that the oral route should not be used in the treat- 
ment of severe infections. They are convinced that 
penicillin by the mouth in doses five times greater than 


‘those given by injection has a place in the treatment of 


pneumonia. G. F. Walker 


1301. Pneumonia and Sulphapyridine Therapy during 
Six Years. (Pneumoni och sulfapyridinterapi under 
6 ar) 

C. A. ExRNrootH. Nordisk Medicin [Nord. Med.] 32, 
2279-2280, Oct. 4, 1946. 1 fig. 


When sulphapyridine was first used in 1938 in the 
treatment of pneumonia in the Maria Hospital, Helsing- 
fors, the results were very satisfactory, the mortality in a 
series of 81 cases being 10%. Since then the mortality 
has risen to that seen before the introduction of chemo- 
therapy. In investigating the reason for this the author 
has analysed all cases of pneumonia of all types treated 
in the hospital between 1939 and 1944. There were 
1,083 cases in all with 229 deaths (21:1%); 1,002 were 
treated with sulphapyridine with 148 deaths (14-8%). 
Of the 1,083 cases, 737 were of lobar pneumonia, 276 of 
bronchopneumonia, and 70 miscellaneous (hypostatic 
and atypical pneumonia). Crises occurred within 7 days 
of the start of chemotherapy in 50% of cases; those cases 
of bronchopneumonia which progressed to recovery 
responded equally well. Complications occurred in 
16% of the cases of lobar pneumonia and in 6% of both 
the other two groups. The mortality for lobar pneu- 


monia was 14°8%, for bronchopneumonia 27:5%, and . 


for the third group 62-9%. , 

The figures were corrected by omitting the cases in 
which chemotherapy was inadequate or given too late, 
or where some other disease was present which was in 
itself fatal or which unfavourably influénced the outcome. 
Including only those cases in which chemotherapy had 
a fair chance of success the corrected figures became 
6:5 and 5-7% for the first two groups. They compare 
favourably with those reported from other hospitals in 
Scandinavian countries. D. J. Bauer 


1302. The Viral Pneumonias and Pneumonias of Probable’ 


Viral Origin 
H. A. REIMANN. Medicine (Medicine, Baltimore] 26, 
167-219, May, 1947. 355 refs. 
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1303. Amyloid Macroglossia. Report of a Case 
M. D. Baser. Lancet [Lancet] 1, 210-211, Feb. 8, 
1947. 6 figs., 2 refs. 


A man of 63 had swelling and induration of his tongue 
causing difficulty in swallowing for about 6 weeks. He 
died from coronary thrombosis after an unsuccessful 
attempt had been made to insert an oesophagoscope. 
Necropsy revealed amyloid infiltration of the tongue, the 
buccal mucosa, the oesophagus, and the heart. The 
oesophagus was a thickened almost rigid tube from 
amyloid infiltration of its wall. The liver and spleen 
were normal, but there were a few deposits of amyloid 
substance in the glomerular tufts of the kidney. The 
condition differed from the classical form of amyloid 
disease which follows protracted suppuration, tuber- 
culosis, and syphilis, and which commonly affects the 
liver and spleen. No cause was discovered in this case. 
The author mentions 3 other cases described in Britain, 
and 10 in foreign literature. 

[The author does not refer to the case described by 
Spain and Barrett (Arch. Path., 1944, 38, 203), in which 
the heart, larynx, and tongue were involved.] 

J. B. Duguid 


1304. Ulcerative Stomatitis. (Stomatitis Ulcerosa. 
Nyere Erfaringer vedrorende Klinik, A2tiologi og 
Behandling) 

F. Hitminc. Ugeskrift for Leger (Ugeskr. Legr.] 109, 
31-37, Jan. 9, 1947. 1 fig., 7 refs. 


The author recognizes four forms of ulcerative 
stomatitis; acute, subacute with obvious ulcers, subacute 
without obvious ulcers, and chronic. In the acute form 
the patient complains of painful, bleeding gums with 
considerable malaise and fever. The gums are red and 
tender and the edges are eroded by foul-smelling slough- 
ing ulcers which may also be found elsewhere in the 
mouth or on the tonsils. In the subacute cases there is 
no pain or constitutional upset and the form without 
obvious ulcers shows only tender congested papillae 
which bleed easily and small areas of ulceration on close 
inspection. In chronic cases, the symptoms are so vague 
that the condition had rarely been diagnosed until the 
recent outbreak in Denmark; the only finding may be 
tender spots revealed by pressure with a blunt probe, a 
diagnostic feature of all stages of ulcerative gingivitis, 
but fever up to 100° F. (37:8° C.) and a raised erythro- 
cyte sedimentation rate (ESR) are common. Symptoms 
are tiredness, depression, and occasional tenderness 
and bleeding of the gums. Gross pyorrhoea is rare. 
Doubt has been cast on the relation of the above vague 
symptoms to the minimal signs but there seems good 
evidence that they may both be due to chronic ulcerative 
stomatitis. In half of the author’s chronic cases- these 
symptoms were present and were associated with a 


Disorders 


raised temperature and often with a raised ESR and in 
nearly all cases signs and symptoms subsided during 
treatment. In the other half of the chronic cases there 
were no such symptoms and no raised ESR or fever. 
The infective agents are fusiform bacilli and Treponema 
vincenti, which are almost the only organisms found 


- in smears from acute cases though chronic cases show 


few or none; a very important factor, however, in causa- 
tion is lowered local resistance which may be due to 
trauma, poor oral hygiene, previous infection, and over- 
indulgence in tobacco and alcohol. Colds and tonsil- 
litis may precipitate an attack but lack of vitamin C and 
nicotinic acid appears to play no part. 


Treatment should be directed to destroying the organ- © 


isms and removing the causes of lowered resistance. The 
most important measure is the giving of penicillin locally, 
not as a lozenge but as a paste [strength not stated] 
applied daily for 5 days. Unlike most workers the author 
has found relapses after penicillin, which he treats with 
penicillin plus ** biogenic stimulators of local resistance ” 
(“ eboson ”’). A. M. M. Wilson 


STOMACH AND INTESTINES 


1305. The Problem of Peptic Ulcer 
A. C. Ivy. Journal of the American Medical Association 


[J. Amer. med. Ass.] 132, 1053-1059, Dec. 28, 1946. 
2 figs., 37 refs. , 


The author reviews the main points in the natural 
history of peptic ulcer and some results of treatment of 
peptic ulcer with an enterogastrone preparation. He 
discusses the changes in relative incidence of gastric and 
duodenal ulcer and in sex incidence during the last 
century, pointing out that while there has not apparently 
been any real increase in peptic ulcer in Northern Europe 
and the U.S.A. during the past hundred years, the loca- 
tion of about half the peptic ulcers which have occurred 
has shifted from the stomach to the duodenum. He 
offers no explanation. for this nor for the well-known 
high male-female ratio for duodenal ulcer. 

The age of onset and the tendency for ulceration to 
recur especially in the autumn and in the spring are 
discussed, but no conclusion is drawn. Consideration 
of the various theories of ulcer causation suggests that 
chronic peptic ulcer always starts as an acute ulcer, and 
that the latter can be due to: (a) abnormal destructive 
factors acting on the mucosa, or (b) decrease in the 
normal resistance of the mucosa to injury and in its 
normal healing process, or (c) a combination of both. 
The author emphasizes that “ favourable conditions ” 
are required for prompt healing of a chronic ulcer, and 
that physical and mental rest are important. He does 
not believe, however, that states of emotional unrest 
necessarily cause ulcer or that peptic ulcer patients have a 
characteristic personality pattern; further, even if it is 
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assumed that certain emotional states regularly induce 
gastric hyperactivity, there is no proof that such hyper- 
activity can alone cause peptic ulcer. 

Discussing the prevention of recurrences the author 
states that “ preliminary reports on supradiaphragmatic 
vagotomy are encouraging”. He then describes his 
results in some 58 patients treated with an intestinal 
extract containing the gastric-inhibitory substance 
enterogastrone. This was injected three times weekly, 
or, in a second series, six times weekly, and in a short 
follow-up, to a maximum of 27 months, it was found that 
8 out of 32 patients in the first group and 4 out of 26 in 
the second group had recurrences. No conclusions are 
warranted at present, but the author hopes that some 
harmless means of increasing the resistance of the mucosa 
to injury or of blocking the gastric parietal cells may 
develop perhaps on the lines of these investigations with 
enterogastrone. Thomas Hunt 


1306. Chronic Peptic Ulcer in Ninety-four Diabetics 
M. N. Woop. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 14, 1-11, Jan., 1947. 16 refs. 


The purpose of this communication is to draw atten- 
tion to the therapeutic difficulties and the dangers of 
complications when diabetes mellitus and peptic ulcera- 
tion co-exist. Of 94 patients 59 had diabetes before the 


’ onset of peptic ulceration and 35 were ulcer patients who 


developed diabetes. The focusing of attention on the 
initial disease caused delay in the diagnosis of the second, 
and probably because of this complications were common. 
Thus, 62 patients developed complications of ulcer, such 
as haemorrhage, perforation, carcinoma, or obstruction; 
5 died, 2 from haemorrhage, 1 from perforation, and 
2 from post-operative complications. The high incidence 
of advanced arteriosclerosis, so common in diabetics, 
is thought to be responsible for the tardy healing of 
peptic ulcer, and for the severity of haemorrhages when 
they occurred. In all cases treatment was directed 
primarily towards the cure of ulcer, and the diabetes 
was controlled by suitable adjustment of insulin to the 
diet. A. H. Douthwaite 


1307. Anion Exchange Resin and Peptic Ulcer Pain 
M. M. Spears and M. C. J. PFeirFER. Gastroenterology 
[Gastroenterology] 8, 191-198, Feb., 1947. 4 refs. 


Amberlite IR-4 ” resinat 200 mesh) is a poly- 
ethylene - polyamine methylene - substituted resin of 
diphenylol-dimethylmethane and formaldehyde in basic 
form. As a non-absorbable anion-exchange resin it 
rapidly neutralizes gastric acid and inactivates pepsin 
without causing acid rebound, constipation, or loss of 
chloride and phosphate ions from the body. In 25 
patients gastric juice was aspirated by stomach tube after 
a dose of the resin had been swallowed with a little tap 
water. Small doses of resin (0-25 g.) caused reduction 
in free acidity for up to 10 minutes. In order to reduce 
free acid to zero for 1 hour, 2 half-hourly doses of 6 g. 
were needed. The effect of the resin on ulcer pain in 
30 patients with proved peptic ulcer was observed for an 
average period of 5 months. In all but 1 patient, relief 


from pain was usually obtained within 10 minutes and 
often the pain did not recur. However, healing was not 
general, and there were recurrences and complications 
in 9 patients, although they obtained relief from pain for 
some time. The dose ranged from one capsule of 0-25 g. 
after each meal to 6-4 g. of powder in water every hour, 
but the amount given was not directly related to the pain 
relief. Of the 30 patients, 26 were ambulatory and work- 
ing on a bland diet; alcohol, tobacco, coarse and highly 
seasoned foods were banned. Of 23 “control” 
patients with pain not due to ulcer 11 claimed to have 
been relieved of pain at least temporarily by the resin. 
Side-effects, particularly nausea and “ gagging”’, were 
reported by 16 of the 56 patients who had doses of resin. 
The authors suggest that the resin might be of value in 
individual cases as an adjunct to other treatment. An 
average dose of up to 3 g. resin every 2 hours would 
probably have no undesirable side-effects. As the 
authors suggest, extended and well-controlled clinical 
trial will be necessary to assess the value of this agent. 
Derek R. Wood 


1308. Congenital Hypertrophic Pyloric Stenosis. (La 
stenosi ipertrofica congenita del piloro. (Ricerche 
istopatologiche)) 

G. Nigro. Clinica Pediatrica [Clin. pediat., Bologna] 29, 
13-47, Jan., 1947. 20 figs., 43 refs. 


More is known about the clinical picture of congenital 
hypertrophic pyloric stenosis than about its pathogenesis 
and histopathology. According to Nasso (Rassegna 
Clinico-Scientifica, 1941, 19, 425) no spastic condition is 
known which would produce hypertrophy and hyper- 
plasia similar to that in stenosis of the pylorus. The 
clinical and the histological findings show different 
degrees from spasm to hypertrophy, The question 
arises whether the spasm is the primary cause of the 
stenosis or hypertrophy. The author considers that 
there is always a congenital malformation in addition 
to the spastic factor. He describes 5 patients who were 
operated upon, of whom 4 survived and 1 died. The 
operations were all performed according to the technique 
of Hildebrand. 

In early embryological development of the muscularis 
the circular layer develops first (in the middle of the 
second month at the lesser curvature). In the pyloric 
region the circular muscular layer quickly develops a 
thickening, regarded by various writers as the primitive 
pyloric sphincter. According to the author this muscular 
hyperplasia involves the whole pyloric canal and only the 
distal part of this forms the pyloric. sphincter, in the 
formation of which the longitudinal fibres will also 
participate; these appear rather late—about the fourth 
month. The mucous membrane of the pylorus develops 
later (ninth week). A special reticulum is formed 
simultaneously with the muscular layers and probably 
gives origin to the myenteric plexus of Auerbach. The 
pyloric canal or antrum is different from the sphincter. 
Its function differs because, while the antrum empties, 


the stomach has to overcome the resistance of the 


sphincter. In the foetus there is, however, no such 
difference, and there is no separate pyloric sphincter. 
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The whole antrum has to act as one, and the muscle 
layer of the antrum of the foetus is much more developed 
than that of an infant a week old. Cocchi (// Lattante, 
1937, 5, 317) maintains that apart from the hypertrophy 
of the muscular layer, especially of the circular layer, 
there is a fold consisting of the mucous membrane and 
the submucosa also, which he calls the valve of the 
antrum. In hypertrophic pyloric stenosis the antrum 
and mainly its circular muscle take part in the hyper- 
trophy. The connective tissue is not involved, accord- 
ing to some authors, though others did find connective 
tissue, and especially some elastic tissue, responsible for 
the increase in size of the pylorus. 

Changes in the autonomic nervous apparatus have 
been looked for, and certain non-conclusive changes 
have often been found, which would account for the 
pathogenesis, associating spasm with the malformation. 
Wolstein (Amer. J. Dis. Children, 1922, 23, 511), in 
observations on children who had died after the opera- 
tion, found that the full restitution of the pylorus took 
from 3 months to 2 years. It seems to the author that a 
temporary suppression of nervous conduction at the area 
of the malformation is sufficient to cause restitution. 
Cornil and Mosinger in 1933 found over-development of 
the Auerbach and Meissner plexuses. At certain points 
the Auerbach plexus was seen to be thickened, almost 
showing the picture of a sympathetic neuroma. The 
increase in stimuli from this nervous tissue could create 
conditions leading to hypertrophy of the muscular layers. 
The nervous elements have the function during foetal 
life of co-ordinating the development of the various 
tissues, and it is logical to assume that the hypertrophy 
of the nervous tissue precedes that of the muscle. 

In the foetus at the end of the fourth month the canal 
or pyloric antrum differs from the other parts of the 
stomach in the greater development of the circular 
muscular layer. ~ There is also a difference in the longi- 
tudinal muscle of the distal part of the antrum, from which 
the later pyloric sphincter has to develop. The circular 
muscle layer gradually increases from the proximal part 
of the antrum towards its distal end. At the extreme 
end of the pyloric antrum there is a hyperplasia of the 
nerve elements accompanying the longitudinal muscular 
layer on its oblique course through the circular layer up 
to the submucosa. The Auerbach plexus forms a 
markedly developed plexus at the sphincter. The 
structure of the pyloric antrum in the foetus at the 
seventh and eighth months or in the newborn is 
substantially the same. 

The author, using Mallory and Bielschowsky staining 
methods, examined specimens from 4 male infants and 
1 female infant. The male infants were cured by 
operation while the female died. The examination of 
the pylorus in each case showed that all elements partici- 
pated in the hypertrophy of the pyloric antrum. Colla- 
genous, muscle, and nerve elements were all increased 
and the structure of the muscle in these cases had 
remained the same as would be found in embryos at 
7 or 8 months. In normal infants the pyloric canal is 
less thick at birth than in foetal life but in cases of 
hypertrophy the antrum after 30 to 60 days shows the 
same thickness and structure as in embryos. In infants 


DISORDERS 


the pylorus, together with the stomach, should become 
thinner as the stomach acquires a greater capacity. This 
cannot happen in the malformation, which the author 
calls a “* local gigantism ” of all the tissues taking part in 
the formation of the pylorus. In this sense the hyper- 
trophy of the pylorus has to be looked upon as a mal- 
formation of the pylorus as a whole, and not as one of 
the muscular layers alone. The author assumes that the 
hypertrophied nerve elements of the plexus produce the 


hypertrophy and hyperplasia of the various tissues. He - 


considers two factors essential: (1) arrest development of 
the antral portion, which conserves its typical foetal 
structure; (2) local hypertrophy and hyperplasia of all 
tissue elements governed by the alterations in nervous 
tissue. Normal distension of the stomach cannot occur 
because of the malformation, but there is superimposed 
spastic element. E. Forrai 


1309. Gastragogue Effect of Laxatives and Allyl- 
bromide Mixture F 

H. M. and E. A. FERGUSON. American Journal 
of Digestive Diseases [|Amer. J. digest. Dis.} 13, 386-390, 
Dec., 1946. 2 figs., 14 refs. 


Defining a gastragogue as a substance that aids in 
emptying the stomach of its contents, the authors report 
their clinical and radiological study of an allyl-bromide 
mixture consisting of all the natural products of bromina- 
tion of garlic. The allyl-bromide mixture was demon- 


strated to be a useful agent in stimulating gastric motility 
and physiological emptying of a stomach which shows 


retention. The gastragogue effect was associated with 
subjective relief of symptoms. When Alium sativum is 
treated with bromine the resulting allyl-bromide mixture 
has the clinical action of a carminative. Gastric analyses 
on rats showed definite evidence of gastric stimulation. 
The laxative drugs studied (aloes, rhubarb, phenol- 
phthalein, and cascara sagrada) did not increase stomach 
motility or secretion. 


1310. Simultaneous Radiographic and Gastroscopic 
Examination of the Stomach 

C. L. and M. E. Dawey. Radiology [Radiology} 
48, 8-14, Jan., 1947. 8 figs., 14 refs. 


Because radiographic and gastroscopic examinations 
of the stomach each show independent features valuable 
in diagnosis, they should be regarded as complementary 
examinations. The authors have endeavoured to 
demonstrate the extent of the “ blind” areas met with 
in each method. They found the best medium to be 
equal parts of “ diodrast’’ and a saturated aqueous 
solution of methyl cellulose; they claim that while this 
gives satisfactory contrast on the films it is relatively 
transparent at gastroscopy. This medium is colourless, 
tasteless, and non-toxic, and the methyl cellulose can, 
for the most part, be recovered unchanged from the 
faeces. However, because the stomach was distended 
with air (1,500 to 2,000 ml.), and because the medium 
settled and pooled in the most dependent part, it was of 
little help in demonstrating the details of the gastric 
mucosa. The relief technique may demonstrate folds 
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radiating in a stellate fashion towards an ulcer, but when 
the area is examined gastroscopically no hint of such 
folds may be seen. Certain areas are “blind” to 
gastroscopy; such are the fundus, the lesser curvature 
between the angularis and pylorus, and a strip of the 
posterior wall of the stomach. These can be better 
visualized by radiography, though for lesions in the 
region of the angularis the gastroscope is better. Radio- 
logical investigations of the mobility of the stomach 
may throw light on certain pathological conditions. 
J. F. Brailsford 


1311. The Inhibitory Effect of Sodium Dodecyl Sulfate 
upon the Gastric Secretory Response to Histamine 

H. SHay, S. A. Komarov, and H. Siprer. Science 
[Science] 105, 128-129, Jan. 31, 1947. 6 refs. 


The inhibitory effect of 2°, sodium dodecyl sulphate 
on the acid secretion of the dog’s stomach is described. 
Dogs were anaesthetized with sodium pentobarbitone. 
Tracheotomy was performed, the oesophagus was tied 
in the neck, and the pylorus ligated; a gastric fistula 
was made, and a catheter sutured into the distal portion 
of the upper third of the duodenum. At the end of this 
somewhat severe operation 3 mg. of histamine dihydro- 
chloride was injected subcutaneously and 0-3 mg. every 
15 minutes thereafter. In this way the gastric mucosa 
was stimulated by histamine; the secretion was collected. 
Water and electrolytes lost to the animal through the 
gastric fistula were replaced by running an isotonic 
sodium chloride-hydrochloric acid mixture through the 
duodenal catheter. When the rate of secretion was 
steady the stomach was filled for 30 minutes with a 2% 
aqueous solution of sodium dodecyl sulphate under a 
pressure of 4 cm. water. This detergent was found to 
cause a marked fall in the secretion of acid provoked 
by histamine in all animals tested. [The number of 
animals used is not stated and only one example each of a 
treated and a control experiment is given.] 

There was a coincident fall in the volume of gastric 
secretion in the treated dogs, an increase in the secretion 
of mucin, and no change in the secretion of pepsin. 
Subsequent histological examination showed no sign of 
irritation of the mucosa. Sodium dodecyl sulphate may 
well be of interest in the treatment of peptic ulcer, if it 
proves to have a similar inhibitory effect on human 
gastric mucosa. H. E. Holling 


1312. Residual Defects After Sprue. A Review of 26 


R. Drew, K. Drxon, and E. SAMuEL. Lancet [Lancet] 
1, 129-134, Jan. 25, 1947. 10 figs., 17 refs. 


The authors studied 26 patients who were convalescing 
from sprue. Intestinal absorption after administration 
of food into various parts of the alimentary tract was 
investigated. Good absorption followed the introduc- 
tion of food into the duodenum, but results were variable 
if the material, especially fat, was introduced into the 
intestine at lower levels. Fat absorption was assessed 
by blood fat analyses, chylomicrographs, and serum 
Opalescence. In 9 out of 14 cases blood fat, particle 


counts, and opalescence showed corresponding changes. 
In 3 cases there was an increase of fat on analysis, but 
no apparent increase in particle count or opalescence, 
and in 2 the reverse was the case. It is concluded that 
fat absorption was normal in most of the cases examined, 


_ and that the 2 cases which showed no change in blood 


fat, particle counts, or opalescence had defective fat 
absorption, which was correlated with a faecal fat 
content of 34 and 39% of dry weight. These 2 cases 
were clinically the most severe. [The figures obtained 
for neutral fat content of the blood showed a great 
variation from case to case, even in the fasting specimens, 
in which values from 20 to 350 mg. per 100 ml. were found. 
Unfortunately, the observations made on these cases 
were not correlated with absorption tests based on a fat- 
balance technique. The estimation of fat percentage in 
the faeces has been shown to be of limited value. While 
the methods described may be used for the study of the 
distribution of fat after absorption, they cannot be 
recommended as a satisfactory means of assessing the 
absorption of fat on a quantitative basis.] 

Glucose absorption was studied by following the blood- 
sugar curve, and on this basis appeared to be normal in 
9 out of 13 cases. In 4 cases flattened curves were 
observed, but this was not considered to be significant, 
since 3 out of 10 normal subjects investigated gave similar 
results. The absorption of glycine was studied in 4 cases 
and appeared to be normal. Only 1 of the 4 patients 
investigated in this way showed radiological lesions. 

A large fatty meal introduced into the normal small 
intestine did not produce radiological appearances 
similar to those seen in sprue. It is claimed that this 
invalidates the hypothesis of Kantor (Amer. J. Roentgenol., 
1939, 41, 758) and Stannus (Trans. R. Soc. trop. Med. 
Hyg., 1942, 36, 123) that the radiological changes in 
sprue are secondary to the abnormal fatty contents of 
the small bowel. [The evidence presented cannot be 
regarded as conclusive, unless it is assumed that fat 
introduced into the bowel in a normal subject is in the 
same state as the fat in the intestine of a sprue patient.} 
Radiological observations in cases of sprue showed small 
intestinal delay in severe cases, alternating areas of hyper- 
tonicity and hypotonicity, especially in mid-ileum, 
coarsening and irregularity of the folds, and flocculation 
of the barium meal, giving rise to a granular appearance 
on the film. A moderate degree of colonic dilatation 
was often present. In the series investigated, clinical 
and radiological studies were of equal value in assessing 
the degree of recovery. A. C. Frazer 


1313. Bacterium coli-gomez, a new Species isolated in 
a Fatal Case of Diarrhoea. (Escherichia coli-Gomez, 
nueva especie aislada de un caso mortal de diarrea) 

G. VaRELA, A. AGuIRRE, and J. CARRILLO. Boletin 
Médico del Hospital Infantil (Bol. méd. Hosp. Infant.) 3, 
623-627, Nov.—Dec., 1946. 4 refs. 


After the ingestion of contaminated milk a baby girl, 
aged 2 months, developed infantile diarrhoea, compli- 
cated later by purulent otitis media; she died from a 
secondary bronchopneumonia. Her stools and the 
pus from her ear contained a Bacterium coli which proved 
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to possess the antigenic properties of the group XXXV 
(those of Salmonella adelaida). In honour of Dr. 
Federico Gomez this species was named Bacterium coli- 
goinez. Subsequently the species was identified in several 
other cases. A. Lilker 


1314. Action in vitro of Streptomycin on Bacterium 
coli Strains with Salmonella Antigens. (Accién in 
vitro de la estreptomicina para Escherichia con antigenos 
de salmonelas) 

G. VARELA and J. Carrit1o. Boletin Médico del 
Hospital Infantil (Bol. méd. Hosp. infant.] 4, 1-3, Jan.— 
Feb., 1947. 11 refs. 


Eight strains of Bacterium coli-gomez and six strains of 
other colon bacilli with salmonella antigens were sub- 
mitted in vitro to the action of streptomycin. All of 
them showed a marked inhibition of growth, but 
re-seeding of three strains of Bact. coli-gomez proved 
that these become rapidly resistant even to large amounts 
of the antibiotic. A. Lilker 


1315. Regional Colitis Involving the Descending Colon 
and Sigmoid 

H. J. Epstern, B. LipsHutz, and M. STEINBACH. Ameri- 
can Journal of Digestive Diseases |Amer. J. digest. Dis.] 
14, 13-16, Jan., 1947. 6 figs., A2 refs. ? 


This is a report on a single case of regional colitis. 
Its interest lies in the fact that the disease was limited to 
the distal portion of the colon. Clinical and radiological 
examination led to suspicion of ulcerative colitis or of 
neoplasm. Sigmoidoscopy, however, revealed an 
obstructing granulomatomatous mass 5 in. (12-5 cm.) 
from the rectum. Excision of the distal half of the colon 
was carried out. The microscopical appearance was 
that of Crohn’s disease. A. H. Douthwaite 


LIVER 


1316. Clinical Significance of Hyperbilirubinemia Due 
to Nicotinic Acid 

L. MARForRI, M. STEFANINI, and P. BRAMANTE. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.] 
213, 150-152, Feb., 1947. 4 figs., 5 refs. 


Sixty to 90 minutes after intravenous injection, 30 mg. 
of sodium nicotinate had a very clear and specific effect 
upon a diseased liver. Allied or similar drugs have’ no 
such effect. Sodium nicotinate appears to produce a 
striking remission of jaundice provided the disease in 
the liver has not reached a stage of irreparable organic 
change. 

The present article is a preliminary and brief report upon 
42 patients who received injections of sodium nicotinate 
for various conditions of liver disease. In addition to 
what would be called in Britain the “* cholagogue ”’ effect 
of sodium nicotinate and the striking remission of 
jaundice in most common maladies in which jaundice is 
present, the authors have studied the level of bilirubin in 
the serum, but in the present article they are not able, as 
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yet, to show the diagnostic value of any of their findings, 
They believe that their investigations on serum bilirubin 
levels after sodium nicotinate injections will provide 
information of value in the differential diagnosis of 
liver disease. G. F. Walker 


1317. The Pathogenesis of Cytosiderosis (Hemochro- 
matosis) as Evidenced in Malnourished Africans 

J. GILLMAN and T. GILLMAN. Gastroenterology [Gastro- 
enterology] 8, 19-23, Jan., 1947. 27 yefs. 


This is a summary of work done in South Africa, most 
of which has already been published in a series of papers 
to which references are given. The subject is the disease 
still generally known as “ haemochromatosis”; from 
the explanation of the pathogenesis offered by the authors 
the term “ cytosiderosis” is suggested as preferable. 
Haemochromatosis is generally uncommon, but among 
natives of South Africa suffering from pellagra or other 
forms of chronic malnutrition the condition is far from 
rare. 

The authors refer to earlier work which attempted 
to show that haemochromatosis is a result of continued 
blood destruction, and point out that the results were 
entirely negative. They have arrived at a totally different 
view of pathogenesis, and consider that the initial cause 
of the disease is a disturbance of cellular metabolism, 
occurring in association with pellagra or chronic mal- 
nutrition, in which intracellular iron compounds are set 
free and deposited in many organs and tissues of the 
body, especially the liver. The iron is excreted in the 
bile but is reabsorbed again by the lymphatics of the bowel 
to cause widespread “ cytosiderosis”, especially in 
organs and tissues of the upper abdomen. 

J. W. McNee 


1318. Pancreatic Juice is a Rich Source of the Anti- 
fatty-liver Factor 

M. L. MonTGOMERY, C. ENTENMAN, and I. L. CHAIKOFF. 
American Journal of Physiology [Amer. J. Physiol.] 148, 
239-242, Jan. 1, 1947. 13 refs. 


The anti-fatty-liver factor of pancreas is, according to 
one interpretation, a proteolytic enzyme whose presence 
in pancreatic juice is necessary for a lipotropic action of 
ingested protein. Another view is that the factor is an 
internal secretion of the pancreas, absent from the 
pancreatic juice. Pancreatectomized dogs maintained 
with insulin were fed for a few weeks on a lean-meat and 
sucrose diet supplemented with raw pancreas. Pan- 
creatic juice was then substituted for pancreas over 
periods of 16 to 22 weeks. Ten ml. of pancreatic juice 
ingested daily sufficed to maintain-a normal liver-fat 
level for these periods. Ingested pancreatic juice also 
raised the plasma-choline level in pancreatectomized 
animals which were maintained with insulin. 

E. F. McCarthy 


1319. On the Metabolism of Iron in Hemochromatosis. 
{In English] 

S. FRANDSEN. Acta Medica Scandinavica [Acta med. 
scand.] 128, 186-201, 1947. 2 figs., 40 refs. 


Ss 


1320. Laennec’s Cirrhosis. The Effect of Therapy in 
Increasing Life Expectancy 

S. KIMBALL and W. A. C. CHAPPLE. Gastroenterology 
[Gastroenterology] 8, 185-190, Feb., 1947. 6 refs. 


It has been claimed that a diet containing from 150 
to 250 g. of protein a day, supplemented with yeast, 
orange juice, liver extract, thiamine, and perhaps nico- 
tinic acid and riboflavine, exerts a beneficial effect on 
patients with cirrhosis of the liver. Further evidence 
on this point was sought by comparing the results of 
treatment for liver cirrhosis in the same hospital during 
two 5-year periods: from 1936 to 1940, patients were 
given either the normal hospital diet or a low-fat diet 
with no special supplements; from 1941 to 1945, they 
were given the high-protein diet and special supplements 
mentioned above. Only those patients were selected 
for comparison who showed signs of hepatic decom- 
pensation, such as ascites, splenomegaly, oesophageal 
varices, or oedema of the ankles. There were 57 patients 
in the group from the first: 5-year period and 86 patients 


' in the second group. At the end of the first 5-year 


period 46 (80%) of the patients were dead, 2 were known 
to be living, and 9 could not be traced. The average 
time of survival from the onset of decompensation was 
10 months. At the end of the second 5-year period 
48 (55%) of the patients were dead, 29 were known to 
be living, and 9 could not be traced. The average time 
of survival from the onset of decompensation to death 


_ or to the end of the 5-year period in this group was 


40 months. S. J. Cowell 


1321. The Pathogenesis and Different forms of Jaundice. 
{In English] 

T. K. Wit. Acta Medica Scandinavica [Acta med. 
scand.| 128, 25-41, 1947. 55 refs. 
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1322. Adenoma of the Islets of Langerhans in Pregnancy. 
(Adenoom van de eilandjes van Langerhans en zwanger- 
schap) 

A. W. M. Pompen, C. A. L. JANSEN, and J. DHONT. 
Nederlandsch Tijdschrift voor Geneeskunde [Ned. Tijdschr. 
Geneesk.] 90, 1791-1795, Nov. 30, 1946. 2 figs., 16 refs. 


A peasant woman aged 34, 13 days after her second 
confinement, had sudden attacks of unconsciousness 
with sweats and increased salivation. Within minutes 
she began to improve spontaneously, but when conscious- 
ness returned she could not speak for a while, her arms 
felt tired, and she had diplopia, hazy vision, and a queer 
sensation in the occiput. Between attacks she was 
normal. Her past history alsowasnormal. The attacks, 
recognized as hypoglycaemic, ceased after administration 
of 20° glucose intravenously. During the attacks the 
blood sugar was 0-05 to 0-:06%; her blood pressure was 
150/110 mm.; and her ankle jerks were increased. The 
sella turcica was normal. Urine and erythrocyte sedi- 
mentation rate were both normal. The blood calcium 
content was 11 mg. per 100 ml. After the administration 
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of 50 g. of glucose by mouth the blood sugar was 0-221 % 
after 14 hours, and 0-143% after 24 hours. After 
ceasing breast-feeding, 71 days after delivery, there were 
no more severe attacks. A month later attacks started 
again, and the patient took large quantities of sugar as a 
preventative. When she again became pregnant she 
felt much better. She gave birth to another healthy 
baby about 17 months after the second. Nine days later 
the attacks started once more, recurring daily. She 
lost consciousness for 6 to 12 hours or had severe head- 
aches and dizziness with vomiting, screaming fits, and 
complete confusion, while her speech became indistinct. 
Later a left hemiparesis occurred. All these symptoms 
could be prevented only by giving her 100 to 150 g. of 
sugar a day. Her blood sugar was now 0-02 to 0-07 %. 
She was operated upon 69 days after her confinement, 
as an adenoma: of the pancreas was suspected. In the 


head of the pancreas a tumour the size of a hazel nut was - 


removed; there was an immediate rise in the blood sugar. 
On microscopical examination the tumour proved to 
be an adenoma of the islets. Several complications pro- 


longed recovery, which took 67 days: The fasting blood . 


sugar now became 0-103 to 0-128 %. 

The interesting fact in the case is that she had two 
normal pregnancies during which she felt well, while 
shortly after the confinements deterioration set in. As 
the 24-hour blood-sugar curves show, there were, after 
the first pregnancy, great fluctuations between hyper- 
and hypoglycaemia, whereas after the second pregnancy 
the entire curve remained very low. In similar cases of 
islet adenoma the symptoms have also disappeared with 
pregnancy, only to return after confinement. Investiga- 
tions by Young supply a possible explanation. He found 
that a “ glycotrophic factor’’ or “ anti-insulin” is 
present in the anterior pituitary which, without influencing 
the blood-sugar curve, decreases or suppresses the effect 
of insulin on the blood sugar and on glycogen fixation in 
the muscles. If the greater activity of the pituitary 
during pregnancy also extends to a greater production 
of this substance the phenomenon is explainable. 

B. Baneth 


1323. Diffuse Calcification of the Pancreas 
A. J. PreseNT and M. J. GeYMAN. Radiology [Radio- 
logy 48, 29-32, Jan., 1947. 6 figs., 8 refs. 


The authors describe and illustrate the radiographic 
findings in 2 male patients, aged 23 and 55 years respec- 
tively, with diffuse calcification of the pancreas. They 
state that 19 such cases have been recorded im the 
literature. The plain radiograph of the abdomen revealed 
multiple deposits of calcium in the region of the pancreas. 
Pyelograms showed the renal pelvis and calices to be 
normal, and barium meal studies demonstrated the 
relation of the shadows to the stomach and duodenum. 

[The radiographic appearances are characteristic for 
the position; they stress the importance of the abstracter’s 
teaching (Proc. R. Soc. Med., 1927, 20, 1205) that in all 
cases submitted to radiography because of obscure pain 
or discomfort preliminary radiographs should be taken 
before any opaque material, such as barium, iodoxyl, 
or pheniodol, is introduced.] J. F. Brailsford 
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1324. Propylthiouracil in the Treatment of Graves’s 
Disease. (Nogle Erfaringer med Propyltiouracil ved 
Behandling af Mb. Basedowii) 

K. KJERULF-JENSEN and E. MEULENGRACHT. Nordisk 
Medicin [Nord. Med.] 32, 2809-2811, Dec. 6, 1946. 
2 figs., 4 refs. 


The authors, having confirmed the findings of Astwood 
and van der Laan (J. clin. Endocrin., 1945, 5, 424) that 
2-thio-6-n-propyluracil was about ten times as effective 
as methylthiouracil in rats in inhibiting thyroxine pro- 
duction, treated 32 patients with Graves’s disease for 
periods of 1 to 6 months. In man Astwood et al. had 
found the drug to be about five times as strong as 
methylthiouracil, but the authors found that a dose 
equal to 40% of the normal dose of methylthiouracil 
' ‘was necessary to produce a satisfactory response; even 
on this dose (100 mg. thrice daily) 2 of the 32 patients 
failed to react sufficiently well and were then put on to 
methylthiouracil with success. No significant difference 
in the effects of the two drugs was noted but the propyl 
derivative had definitely fewer toxic effects; there were 
no cases of agranulocytosis, rash, anaemia, or sore 
throat and only one case of drug fever—in a patient who 
reacted similarly to the methyl derivative. Four patients 
who developed drug fever when being treated with 
methylthiouracil were successfully treated with propyl- 
thiouracil. A. M. M. Wilson 


1325. Effect of Thiouracil- Compounds on the Baby. 
(Om Virkningen af Tiouracilforbindelser paa Fosteret) 
E. FREIESLEBEN and K. KJERULF-JENSEN. Nordisk 
Medicin (Nord. Med.] 32, 2811-2812, Dec.-6, 1946. 
8 refs. 


The authors refer to the literature on the effect on the 
mother and child of thiouracil given in pregnancy, and 
add details of a case of their own in which pregnancy 
had to be terminated in the fifth month. The foetal 
thyroid was found to be much larger than normal and 


hyperplastic. The greater part of the paper, however, . 


is devoted to their experiments on rats. Pregnant rats 
-were fed on a standard diet with relatively large amounts 
of propylthiouracil for some days, after which the 
foetuses were removed, dried, pulverized, and then fed 
to normal rats. The thyroids of these animals showed 
typical hyperplasia; this is taken as proof that thiouracil 
can pass across the placental membrane. Next, methyl- 
thiouracil was given to pregnant rats in doses comparable 
with those used in man (0-25 mg. in 10 g. of food) and 
this dosage was continued from conception to delivery. 
The mothers developed goitres but the newborn rats 
showed only a transient thyroid hyperplasia. When the 
thiouracil dosage was continued during lactation, how- 
ever, the newborn rats showed marked hyperplasia, 
which disappeared in a month after stopping the mother’s 
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thiouracil, but their further development was slightly 
retarded permanently. If the growing rats were given 
the drug in their own food as well (when weaned) they 
developed a typical cretinism. This could be prevented 
by giving thyroid hormone; the drug was thus acting 
through the thyroid and not directly. These results 


.confirm and extend the observations of Hughes (Endo- 


crinology, 1944, 34, 39). 

As regards the human mother and child, the authors 
consider, in view of these findings, that as the thyroid 
hormone and the thyrotrophic hormone can probably 
both pass through the placental membrane there is little 
danger to the child of a woman given thiouracil during 
pregnancy, provided that the basal metabolic rate is not 
below normal. The drug should not be given while the 
mother is feeding the baby. A. M. M. Wilson 


1326. Thiouracil in Thyrotoxicosis. Results of Pro- 
longed Treatment in 35 Cases 

E. Rose and J. MCCONNELL. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 213, 74-80, Jan., 
1947. 6 refs. 


The progress of 35 thyrotoxic patients who received 
thiouracil for periods of 1 to 19 months has been 
examined. Sixteen have remained in remission for 3 to 
29 months after withdrawal of the drug, and in 9 the 
remission has lasted over a year. These cases were mild 
or moderate in degree and the average period of treat- 
ment was 6 months. Four patients had a relapse when 
thiouracil was withdrawn but responded rapidly to a 
further course and did not relapse when the drug was 
withdrawn a second time. Eleven patients were relieved 
of symptoms while taking thiouracil for periods of 6 to 
194 months. Six patients did not respond; most of 
these were in the second half of life and had such 
complicating diseases as hypertension and diabetes 
mellitus. R. Bodley Scott 


1327. Thyroidectomy and Thiouracil in Toxic Goitre. 
An Interim Comparison 

H. P. Himsworth, M. E. MorGaAns, and W. R. TROTTER. 
Lancet [Lancet] 1, 241-243, Feb. 15, 1947. 1 fig. 


A series of 91 cases of toxic goitre treated with thiouracil 
is compared with an earlier series of 93 cases submitted 
to thyroidectomy. The two series were comparable in 
respect of sex and age incidence, severity of the disease, 
types of goitre, and associated diseases. Thiouracil had 
to be withdrawn on account of toxic symptoms in 13 of 
the 91 patients and for various reasons the total number 
continuously treated with this drug fell finally to 65. 
There were 2 deaths in each series and roughly equal 
numbers of complications. The early accidents of 
treatment are thus similar whether surgery or thiouracil 
is employed. The late results are also similar. After 


30 months 38 and 42% were considered “ apparently 
cured” by operation and thiouracil respectively. In 
25 cases thiouracil was withdrawn after periods of 6 to 
30 months; 7 cases relapsed, one relapse occurring as 
long as 30 months after the drug was stopped. The 
authors consider that these results justify the further 
trial of thiouracil as a long-term method of treatment in 
thyrotoxicosis. Absolute indications for operation are 
tracheal obstruction, drug reactions, and the patient’s 
inability to attend regularly for observation. 
R. Bodley Scott 


1328. Study of Peripheral and Bone-Marrow Blood in 
Man and Animals Treated with Méethylthiouracil. 
(Ricerche sul sangue periferico e midollare dell’uomo e 
dell’animale trattati con metiltiouracile) ‘ 
VY. PATRONO. Progresso Medico (Progr. med., Napoli] 
3, 107-111, Feb. 15, 1947. 14 refs. 


The action of methylthiouracil (M.Th.) on the 
peripheral blood and on the bone marrow was studied. 
Twelve patients were observed, 10 of whom had thyroid 
hyperfunction of different grades and 2 had normal 
thyroids. Methylthiouracil was given in 0-3-g. doses 
daily for 1 month. Only 5 patients submitted to sternal 
puncture at the beginning and end of treatment. The 
peripheral blood showed wide and inconstant variations. 
The variations in red and white cells were not parallel 
but often contrasting, The red cells increased during 
treatment in half of the cases; in the rest the number 
remained unchanged, and occasionally was diminished. 
The haemoglobin variations were less and unrelated to 
the cell count. White cells were diminished in half of 
the cases; in the others they were temporarily increased. 
The changes in the number of granulocytes correspond 
roughly to those in the total number of white cells. 
The sternal marrow showed a definite increase in the 
leuco-erythrogenetic ratio at the end of treatment. 

Thirty male rats 150 to 200 g. in weight were used in 
six groups each of 5 rats. Groups 1 and 4 received 
drinking water ad libitum, and groups 2 and 5 were given 
a solution of 0-1% methylthiouracil ad lib. Groups 3 
and 6 were also given the solution together with daily 
injections of 5 wg. of thyroxine. Such a quantity of 


- thyroxine inhibits the action of thio-derivatives com- 


pletely (Reineke, et al., Endocrinology, 1945, 36, 64). 
Groups 1, 2, and 3 were given a liberal diet, 4 and 6 
being kept on a dry diet (dry bread) to make them take 
more water and thus more of the drug. Each rat in. 
groups 2 and 3 drank about 6 ml. of water daily con- 
taining 6 mg. of the drug; those in groups 5 and 6 drank 
about 16 ml., thus taking 16 mg. The experiment. lasted 
for 16 days; on the seventeenth the animals were killed 
by ether. There were no evident variations in the red 
cell count in the animals receiving 6 mg. methylthiouracil 
daily. A slight erythropenia was noted in those taking 
16 mg. daily. There was a.slight increase in white cells 
in those receiving 6 mg. and a slight decrease in those 
receiving 16 mg.’ Thyroxine did not inhibit the action 
of the drug. The leuco-erythrogenetic ratio in the 
sternal marrow showed a constant increase in all animals 
treated with methylthiouracil. The introduction of 
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thio-derivatives into the organism influences the latter 
in a threefold manner: it produces a “* chemical thyroid- 
ectomy ”, a concomitant anti-pituitary hyperfunction, 
and a toxic effect (produced by thiourea, thiouracil, 
methylthiouracil, and aminothiazole, although the last 
three are less toxic than thiourea). When the need for 
thyroid hormone sinks below a minimum level the 
pituitary begins to function excessively, producing an 
abundance of thyrotrophic hormone which causes an 


- enlargement of the thyroid (anti-pituitary hyperfunction). 


In hypothyroidism in human beings and in experimental 
athyreosis there is frequently erythropenia and leucopenia 
in the peripheral blood, while in the marrow the red blood 
elements are diminished and the white increased, with an 
increased leuco-erythrogenetic ratio. The depression of 
the thyroid function by methylthiouracil cannot, however, 
explain the increased leuco-erythrogenetic ratio constantly 


observed in the marrow of man and animals, nor the - 


erythropenia and leucopenia occasionally seen, because 
simultaneous administration of thyroxine, in amounts 
sufficient to counteract the. endocrine effects of the 
drug, does not prevent its effect on the blood. Nor can 
anti-pituitary hyperfunction explain this effect, because 
it produces an increase of the red elements and a decrease 
of the white. The effect must therefore be myelotoxic, 
varying in intensity individually. V. C. Medvei 


1329. The Thyroxine-like Action of Elemental Iodine in 
the Rat and Chick ; 
S. Dvoskin. Endocrinology [Endocrinology] 40, 334- 


' 352, May, 1947. 13 figs., 60 refs. 


1330. Is Endemic Goiter Due to a Lack of Iodine? — 
I. GREENWALD. Journal of Clinical Endocrinology {J. 
clin. Endocrinol.) 6, 708-741, Nov., 1946. 1 fig., 102 refs. 


It has never been established that there is a deficiency 
of iodine in goitrous regions; the analytical methods in 
most studies are open to criticism. It is impossible to 
demonstrate a relation between the weight of a thyroid 
gland and its iodine content. A low metabolic rate is 
not found in goitrous persons. Prophylactic administra- 
tion of iodine has not had any constant or marked effect 
on the incidence of endemic goitre. For these reasons 
the author considers that endemic goitre is not due to 
lack of iodine. 

[This is a long review which cannot be satisfactorily 
abstracted; it should be read in full by those interested.] 
_ R. Bodley Scott 


1331. Myxedematous Dropsy. Report on a Case of 
Myxedema with Congestive Heart Failure and Serous 
Effusions with a High Protein Content 

J. C. Mussio-Fournirr, J. M. CerviNo, and J.J. BAZZANO. 
Journal of Clinical Endocrinology [J. clin. Endocrinol. 6, 


758-765, Nov., 1946. 2 figs., 39 refs. 


The authors report a case of myxoedema and con- 
gestive heart failure in which all symptoms disappeared 
with thyroid medication. When the patient was 
admitted to hospital radioscopy had shown the character- 
istic appearances of pericardial effusion; paracentesis 
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had yielded a yellow fluid containing 4-48 g. albumin 
per 100ml. This high protein content of myxoedematous 
effusions has been noted by other writers. There is a 
brief review of the literature, and the authors express 
the view that oedema and serous effusions in myxoedema 
are due in most cases to congestive heart failure; in 
some, however, there is no evidence of systemic venous 
congestion, and the cause must be sought in a disturbed 
electrolyte metabolism. R. Bodley Scott 


1332. The Effect of Oral Thyroid Medication upon the 
Prothrombin Time 

S. SHapmo. Journal of Clinical Endocrinology [J. clin. 
Endocrinol.) 6, 742-746, Nov., 1946. 9 refs. 


The recognized association of Graves’s disease and 
cirrhosis of the liver raises the question whether excess 
of thyroid secretion has a deleterious effect on this 
organ. To throw some light on this point the plasma 
prothrombin time was employed as a test of hepatic 
function in patients receiving thyroid preparations by 
mouth. In 16 patients taking 0-1 to 1 g. of thyroid 
globulin daily for periods varying from 10 to 104 days 
no increase in prothrombin time occurred. 

R. Bodley Scott 


1333. Radio Iodine: Its Use as a Tool in the Study of 
Thyroid Physiology 

R. W. RAwson and J. W. McArtuur. Journal of 
Clinical Endocrinology [J. clin. Endocrinol.] 7, 235-263, 
April, 1947. 13 figs., Bibliography. 


1334. ‘Induced Hypocalcaemia as a Test for Spasmo- 


philia in the Adult. (Une épreuve d’hypocalcémie | 


provoquée dans la spasmophilie de I’adulte) 

H. P. Kiorz and P. Barsier. Annales de Biologie 
Clinique {Ann. Biol. clin.] 5, 13-15, Jan.—Feb., 1947. 
2 refs. 


In a number of women suffering from emotional up- 
sets which the authors regard as an expression of latent 
tetany, the blood calcium is normal although benefit may 
be obtained from calcium medication. A test has been 
devised to reveal these cases. It is based on the observa- 
tion that attacks of tetany or their emotional equivalents 
are prone to occur just before the menstrual period—a 
time associated with an increase in folliculin production. 
In order to provoke hypocalcaemia, 20 mg. of oestradiol 
benzoate was injected into two groups of women—14 
suspected of latent tetany and 8 controls—and the effect 
on the blood calcium was studied. In ach of the con- 
trols the blood calcium was either unaffected or slightly 
raised, but in the other cases the level always fell by a 
significant amount, up to 20% of the original value, 
during the first 2 hours. 

The authors consider that the injection of follicular 
hormone in the normal woman produces a hypo- 
calcaemia, which is immediately compensated by an 
increase in secretion of parathyroid hormone. In the 
patient with parathyroid deficiency this does not occur. 
To test this hypothesis, injection of oestradiol benzoate 
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was carried out on two patients—one a case of post- 
operative tetany and the other a case of scleroderma 
treated by bilateral parathyroidectomy. In each case 
there was a decided fall in blood calcium, and on one 
occasion an attack of tetany was provoked 24 hours 
after the injection. Further studies are promised. 

S. S. B. Gilder 


1335. Primary A Report of 
Five Cases that Exemplify Special Features of this 
Disease (Infarction of a Parathyroid Adenoma; Oxyphil 
Adenoma) 

E. H. Norris. Archives of Pathology [Arch. Path.) 42, 
261-273, Sept., 1946.. 10 figs., 13 refs. 


Three of the 5 cases reported were of young men in 
their twenties who had bony changes typical of hyper- 
parathyroidism and raised blood calcium values; in 2 
there was calcification of the kidneys and 1 had passed 
numerous calculi per urethram. From each case a 
parathyroid tumour was removed surgically. Histo- 
logically the tumours varied: one was uniformly com- 
posed of densely-staining cells; in a second, dense and 
vesicular cells were present in about equal numbers; 
and in the third vesicular cells were by far the most 
numerous, small islands only of oxyphil and dense cells 
being present in isolated parts of the tumour. 

The 2 remaining cases presented unusual features; 
1 was that of a young woman who had had tetany of 
20 days’ duration and a swelling of the neck for some 
months. Investigation revealed a serum calcium of 
5 mg. per 100 ml.; the clinical condition responded to 
large doses of calcium gluconate. The tumour was 
excised, and on examination was found to be a recently 
infarcted parathyroid adenoma; surviving islands of 
tumour cells at the periphery consisted mainly of clear 
cells. The fifth case was of a young woman whose sole 
complaint was of a swelling in the neck; the blood cal- 
cium was slightly raised to 12-5 mg. per 100 ml. Neither 
of these 2 cases showed bony changes or renal calcifica- 
tion. The cases are studied from the point of view of 
the relation of the pathological structure to the upset in 
calcium metabolism; in this respect both dense and clear 
types of cell. appear to be secretorily active, whereas 
oxyphil cells do not. W. S. Killpack 


1336. Vascular Effect of Desoxycorticosterone. (Sur 
laction vasculaire de la désoxycorticostérone) 

J. Decourt, J. C. Dreyrus, and J. MIcHARD. Annales 
d’Endocrinologie [Ann. Endocrinol.] 7, 275-279, 1946. 
2 figs., 5 refs. 


Six normal subjects, 4 males and 2 females, received 
10 mg. desoxycorticosterone acetate subcutaneously 
daily for 4, 8, or 12 days. Their weight increased by 
an average of 1-8 kg. The arterial pressure remained 
unchanged in 5 subjects; in 1 subject it increased after 
12 days of treatment. The oscillometric index increased 
in all subjects by an average of 50%, and this increase 
persisted up to 2 weeks after the cessation of the injections. 

H. Herxheimer 
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1337. The Aetiology of Desert Sore 

§. T. ANNING. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.] 40, 313-330, Dec., 1946. 32 refs. 


The author tentatively suggests that the important 
aetiological factors in desert sore are: (1) skin trauma; 
(2) secondary infection by organisms locally resident or 
conveyed by carrier; and (3) lowered resistance and 
delayed healing probably due to nutritional deficiency. 

An investigation of 63 Service patients (62 European 
and 1 Indian) was carried out in Northern Iraq between 
October, 1941, and November, 1942. The men, who 
were all of Al medical category and were not taking part 
in active operations, were living in tents with adequate 
washing and laundry facilities and had a diet consisting 
ef issue rations supplemented occasionally by supplies 
from the Navy, Army, and Air Force Institutes. The 
primary lesions were found to occur as the result of 
trauma mainly on the exposed surfaces at the site of an 
abrasion, insect bite, burn, or traumatic blister. In 51 
cases smears or cultures were examined; these showed 
the presence of skin commensals (except 1 case in which 
there were diphtheria bacilli) in the following frequency: 
Staphylococcus albus 19, Staph. aureus 17, unspecified 
staphylococci 14, streptococci 30, Gram-positive 
diplococci 14, and diphtheroids 2. The author considers 
that contagion is not an important factor, for only 12 
patients in the series gave a history of having lived 
within the previous fortnight in the same tent as a man 
with active disease; also in one experiment the rubbing 
of pus from an active case into the unbroken skin pro- 
duced no lesion, whereas inoculation by scarification 
did so. 

Twenty-eight patients received vitamin supplements to 
the diet, but no local treatment (19 patients were each 
given an average total of 2,740 mg. vitamin C, 4 patients 
each a total of 198,000 international units vitamin A, 
and 5 patients each a total of 217,800 i.u. vitamin A and 
2,250 mg. vitamin C). The average time of healing was 
18-6 days compared with an average of 31-2 days for 
23 controls given local treatment only. This decrease 
in healing time is considered significant and indicative of 
the importance of an initial vitamin deficiency as an 
aetiological factor. It is thought that there is additional 
evidence for this view in the fact that systemic period- 
ontoclasia (due to lack of vitamin C) was present in 
20 (46%) out of 43 of the series examined compared with 
9 (18%) out of 50 healthy controls, and that 53 (84°) of 
the series had follicular hyperkeratosis of the buttock 
(due to lack of vitamin A or C). Direct proof of 
hypovitaminosis was inconclusive, however, for though 
14 patients out of 18 of the series were below standard 
when tested by the ascorbic-acid saturation test all of the 


9 controls without desert sore were also well below 
Standard. 
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The author describes the lesions of desert sore and 
includes many observations on the condition outside the 
series investigated. There is also an extensive review of 
the literature. K. R. Hill 


1338. Pyribenzamine in Experimental Nonallergic and 
Allergic Dermatitis 

R. L. Mayer. Journal of Investigative Dermatology 
[J. invest. Derm.] 8, 67-79, Feb., 1947. 6 figs., 25 refs. 


Animal experiments were performed in order to 
investigate the influence of “ pyribenzamine” on 
(a) primary irritations of the skin, and (bd) allergic 
contact dermatitis. Epilation was carried out on an 
area 3X2 in. square (7-55 cm.) on the flanks of 21 
white guinea-pigs. Two grammes of 10% mustard oil in 
** vaseline ’’ was applied to these areas. Eleven of the 
animals were given pyribenzamine subcutaneously 
15 minutes before the application; 5 mg. per kilo body 
weight had no effect upon the reaction, but 10 mg. per 
kilo delayed the irritation and lessened the degree of the 
early part of the reaction. Even large doses did not 
completely prevent reactions. Various concentrations 
of turpentine in sesame oil were applied under cellophane 
to rabbits’ skins. A subcutaneous injection of 15 mg. 
pyribenzamine per kilo body weight almost prevented 
the reaction after 50% turpentine, but did not influence 
stronger concentrations. After 20 mg. per kilo body 
weight all reactions decreased. Pyribenzamine did not 
affect the ultimate result when pure turpentine was 
applied. It is concluded that pyribenzamine can 
influence the initial phase of the reaction produced by 
primary skin irritants. 

Thirty white guinea-pigs were sensitized by the daily 
application of a 10% p-phenylenediamine ointment. 
All were found to be strongly sensitized after 21 days 
and were then divided into two groups. One group was 
treated twice with the ointment with a 24-hour interval. 
The animals developed acute dermatitis with crusts, the 
area becoming almost black. The other group was 
treated similarly but, 15 minutes before the application, 
pyribenzamine was given subcutaneously and this was 
repeated three times daily for 2 days. There was much 
less dermatitis in this group. In another, similarly 
sensitized, group, 5% pyribenzamine base in sesame oil 
was applied locally at the same time as the testing oint- 
ment, and was reapplied twice daily for 2 days. The 
attenuation of the reaction was much greater in this 
group. Whereas in the first (control) group there was 
the histological picture of severe acute inflammation, 
in the pyribenzamine groups there was only slight oedema 
of the epidermis with no changes in the corium. It is 
concluded that pyribenzamine reduces both the early 
and the late phases of the manifestations of allergic 
contact dermatitis. 

These results are interpreted as evidence that histamine 
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plays a part in the development of the first phase of skin 
irritation and of contact dermatitis. In the discussion, 
Sulzberger objected to the name “ antihistamine drugs ”’, 
because the evidence was incomplete that that was their 
sole action. He did not believe that these drugs would 
be useful in contact eczematous dermatitis in man, which 
might be different from contact sensitization in the 
guinea-pig. E. Lipman Cohen 


1339. The Role of Candida albicans in the Production 
of Erosio interdigitalis and Paronychia. [In English] 

F. RAuBITsCHEK. Dermatologica |Dermatologica, Basel] 
93, 295-306, 1946. 3 figs., 22 refs. 


The literature dealing with inoculation experiments 
with yeasts and yeast-like fungi is discussed. Candida 
albicans was grown from the majority of the cases of 
interdigital erosion and paronychia reported. In 
inoculation experiments, only C. albicans was capable 
of producing similar lesions, which, however, tended to 
heal spontaneously. J. E. M. Wigley 


1340. The Spontaneous Cure of Tinea Capitis in Puberty 
S. ROTHMAN, A. SMILJANIC, A. L. SHAPIRO, and A. W. 
WerTKamMP. Journal of Investigative Dermatology {J. 
invest. Derm] 8, 81-98, Feb., 1947. 30 refs. 


Large amounts of hair were obtained from barbers’ 
shops for experiment. The hair was cleaned manually 
and extracted for 24 hours with boiling commercial 
ether. The ether was distilled off and known concentra- 
tions of the remaining fatty material were made in 
chemically pure ether. Graded volumes were added to 
Sabouraud’s medium in test tubes and the ether was 
evaporated. The materials were mixed by melting, 
shaking, and sudden cooling. A culture of Microsporon 
audouini was planted on the slopes, incubated at 30° C., 
and examined daily. Medium containing 0-5% of the 
fat prevented any growth of the fungus. With children’s 
hair five times this concentration was necessary to pre- 
vent the growth. The free fatty acids were extracted 
with cold 1% potash. The aqueous soap solution was 
separated in a funnel from the ether solution (the 
“neutral fat fraction’). Excess of dilute hydrochloric 
acid was added to the soap solution and the fatty acids 
were taken up in ether and separated; the ether was 
distilled off and the fatty acids and the “ neutral fat 
fraction ” were tested for fungistatic activity. This was 
found to lie solely with the fatty acids. Homologues up 
to and over C,, were separated by steam distillation. 
Homologues of C,, and over had the greater fungistatic 
activity. Fractional vacuum distillation showed that 
the active material was in the lower boiling fractions 
which contained aliphatic acids of C, to C,,; the phenolic 
impurity which was present had no fungistatic action. 
The acids of maximum action contained 7, 9, 11, and 13 
carbon atoms; those with an even number of carbon 
atoms were much less effective. The sodium salts had 
the same activity as the acids. The weight of the active 
fractions was 1/500,000 of the weight of the hair. The 
strongly fungistatic fractions amounted to a little less 
than 1% of the acids. The growth-inhibiting activity 


of the total fatty acid fraction was ten times greater op 
M. audouini than on M. lanosum, Trichophyton gypseum, 
and Achorion schoenleinii. With some of the acids 
(such as pelargonic acid—C,) the minimum fungistatic 
concentration was also fungicidal. The pH of the scalps 
of adults and children was found to be the same. 
Treatment of M. audouini infections of the scalp in 
children was attempted by inunctions, air-tight dressings, 
and iontophoresis with various preparations of these 
fatty acids. The results were negative. The hairs were 
not penetrated by the fatty acids. Subcutaneous injec- 
tion into a guinea-pig of potent material dissolved in 
olive oil did not increase the fungistatic activity of the 
hair clipped 24 hours later. Infection in older children 


showed that spontaneous cure at puberty is a slow 
process probably because the fat formed in the sebaceous 
glands sterilizes the scalp but not the inside of the hair, 
The infection does not spread because the follicular canal 
is sterilized, but the hairs already infected can retain the 
organism. Combination of the active acids with 
keratolytics was equally ineffective. 


E. Lipman Cohen 


1341. Use of 5-Nitro-2-Furaldehyde Semi-carbazone in 
Dermatology 

J. G. Downina, M. C. HANSON, and M. LAMB. Journal 
of the American Medical Association [J. Amer. med. 
Ass.| 133, 299-306, Feb. 1, 1947. 5 figs., 9 refs. 


This is an account of an investigation of the use ofa 
new bactericidal agent—furacin—in a series of 212 cases 
of infective dermatoses. The results were, on the whole, 
good but not remarkably superior—in ecthyma and 
impetigo, for instance—to other measures in common 
use. In secondarily infected ulcers, eczema, and derma- 
titis, so many other factors enter into the aetiology that 
assessment was difficult, but in this group results were 
good and furacin appeared to be of value. It was with- 
out effect in dermatophytosis, acne, and pemphigus, and 
it aggravated psoriasis, eczema, and dermatitis. The 
results were not significant in sycosis barbae. 

Furacin (5-nitro-2-furaldehyde semi-carbazone) is 
fairly stable under heat, is effective against Gram- 
negative as well as Gram-positive organisms, and acts in 
the presence of organic matter, serum, and blood. It is 
a deodorant and does not interfere with healing, and is 
effective in high dilution. It can be irritant, and is 
capable of provoking severe sensitization reactions in a 
small proportion of cases. It is toxic, but whether 
absorption through the skin would give rise to toxic 
effects was not determined. In this series the drug was 
used in a water-soluble -vehicle containing glycol and 
** carbowax 1500,” and appeared to vary with different 
batches. The base itself produced a varying amount 
of skin sensitization. Two hundred normal sub- 
jects were patch-tested against the preparation and 
showed very little tendency to react adversely, but it is 
stressed that these findings cannot necessarily be applied 
to damaged skin. Bacteriological studies indicated the 
ability of the drug to destroy or diminish the growth of 
Gram-negative and Gram-positive organisms. 

John T. Ingram 
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1342. Treatment of Various Types of Cutaneous Tuber- 
culosis with Promizole and Streptomycin. A Preliminary 
Re ; 

P. —— E. T. Ceper, H. C. 'HinsHaw, and W. H. 
FELDMAN. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 55, 222-232, Feb., 1947. 
3 figs., 7 refs. 


Aclinical report is given on 15 cases of skin tuberculosis 
and tuberculides treated by “ promizole” and strepto- 
mycin. Promizole was given in a daily dose of 8 to 10 g. 
for 6 weeks to 4 months, 500 to 1,200 g. total dose. 
Headache, gastric discomfort, and nausea were fairly 
common side-reactions, leucopenia and toxic erythema 
rare. The lesions in 1 case of erythema induratum 
healed but recurred after 1 year 4 months. Treatment 
of cases of lupus vulgaris and scrofuloderma was 
unsatisfactory. 

Streptomycin was given in doses of | g. a day (1,000,000 
units), 125 mg. being injected intramuscularly 3-hourly 
to a total dose of 115 to 128 g. Early inadequate puri- 
fied preparations produced febrile reactions and “ hista- 
mine” headache and urticaria and pain at the site of 
injection. Vertigo persisted for several months after 
treatment in a certain proportion of a large group of 
cases of all types of tuberculosis in which streptomycin 
had been given. Of the conditions treated, scrofulo- 
derma improved most readily, the ulcers in 1 case healing 
after 7-6 g. but recurring 4 months later. The ulcers 
healed in 1 case of lupus vulgaris but biopsy showed 
active tubercles. In 1 case of tuberculosis miliaris 
disseminata faciei with pulmonary lesions the lung lesions 
regressed under treatment with 100 g. of streptomycin 
in 6 months, the face lesions being unchanged. In some 
cases dosage was restricted by supplies. The authors 
consider that treatment with streptomycin was probably 
inadequate in dosage, since the cases of scrofuloderma 
in which larger doses were administered derived the 
most benefit. G. A. Hodgson 


1343. Study of the Cholesterol of Normal and Patho- 
logical Human Skin. (Studi sulla colesterina della cute 
umana normale e patologica) 

F. OTTOLENGHI-LODIGIANI. Giornale Italiano di Derma- 
tologia e Sifilologia [G. ital. Derm. Sif.] 88, 1-8, Jan.- 
Feb., 1947. 5 refs. 


1344. Antipruritic Qualities of Papaverine Hydrochloride 
L. WirtH. Journal of Investigative Dermatology {J. 
invest. Derm.] 8, 63-64, Feb., 1947. 7 refs. 


Certain drugs which are vasodilators have an anti- 
pruritic action. Papaverine hydrochloride was given to 
29 patients who itched and of whom 26 had dermatoses 
and 3 had infective hepatitis. The itching was relieved 
markedly in 26 of them and moderately in 3. When 
gr. 1 (65 mg.) was injected intravenously relief was 
immediate. The drug may be ineffective by mouth, 
but if it acts it does so in half an hour, the dose being 
gr. 14 (0-1 g.). The injection must be given slowly. 
The effect lasted for 4 to 6 hours in 26 cases and for 1 to 
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2 hours in the others; the dose may be repeated every 
3 to 4 hours. Papaverine is mildly sedative and is said 
not to be habit-forming. Ten times the therapeutic dose 
does not cause poisoning. ' E. Lipman Cohen 


1345. Elephantiasis Neuromatosa. A Manifestation of 
von Recklinghausen’s Disease 

R. J. Westcotr and L. V. ACKERMAN. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., Chicago] 
55, 233-241, Feb., 1947. 5 figs., 26 refs. 


Elephantiasis neuromatosa of Virchow is one of the 
rarer variations of von Recklinghausen’s disease. A 
fibromatosis of cutaneous nerves merges into a diffuse 
overgrowth of subcutaneous tissue and skin, producing 
enlargement of the affected part. This often appears in 
childhood and is progressive, disfiguring, and at times 
painful. A familial tendency and associated bone and 
endocrine changes are common. The lesions should be 
removed because of the tendency to sarcomatous change 
and recurrence. Two cases are described in detail. 

G. A. Hodgson 


1346. Dyskeratosis Congenita with Pigmentation, Dystro- 
phia Unguium and Leukoplakia Oris. Patient with 
Evidence Suggestive of Addison’s Disease 

J. Garp. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 55, 242-250, Feb., 1947. 
16 refs. 


Detailed investigations were made on one of two 
brothers who showed evidence of the syndrome described 
by Cole (pigmentation, dystrophia unguium and leuko- 
plakia oris, mental retardation, wasting, and asthenia) 
to determine the possible presence of Addison’s disease. 
Biopsies from the skin showed poikiloderma-like changes, 
while those from the buccal mucosa showed leucoplakia. 
Investigations revealed a rise in band-neutrophils in the 
white-cell count (the patient had chronic infection of 
nail folds and ulceration of lip commissures), hyper- 
cholesterolaemia, hypoproteinaemia, and increase in 
urinary creatine, which might be expected to occur with 
chronic infections, malnutrition, and wasting. Hypo- 
adrenalism was suggested by the asthenia, weight loss, 
positive Rowntree-Schelling tests, pigmentation, androgen 
and vitamin-C deficiency, flat sugar-tolerance curve, 
increased blood viscosity, and increased urinary creatine. 
Treatment with testosterone propionate brought about 
material improvement in both the mental and physical 
condition, and oral administration of adrenal cortical 
extract produced partial regression of the leukoplakia. 
It is thought that deficient functioning of the adrenals 
may be associated with the syndrome itself or may 
represent a secondary effect of the chronic infection and 
malnutrition. G. A. Hodgson 


1347. Effects of Podophyllin and of Colchicine on Normal 
Skin, on Condyloma Acuminatum and on Verruca Vulgaris 
L. S. Kinc and M. SuLtivaAN. Archives of Pathology 
[Arch. Path.] 43, 374-386, April, 1947. 4 figs., 12 refs. 
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1348. Early Congenital Syphilis. Treatment of Two 
Hundred and Fifty-two Patients with Penicillin 

R. V. Pratou, A. J. Hitt, N: R. INGRAHAM, M. S. 
Goopwin, E. E. Witkinson, A. E. HANSEN, and A. 
HEYMAN. Journal of the American Medical Association 
[J. Amer. med. Ass.] 133, 10-16, Jan. 4, 1947. 11 figs., 
1 ref. 


The authors report the results of treating with penicillin 
252 infants with early congenital syphilis; 219 were 
negro and 33 white children; 118 were boys and 134 
girls. The ages at which treatment was given were as 
follows: under 3 months, 113; 3 to 6 months, 63; 6 to 
12 months, 40 [46 in the text]; and 12 to 24 months, 36. 
The amount of penicillin employed varied from 770 to 
150,000 units per kilo of body weight. Results were 
much the same in the various age groups, but infants 
treated in the first 3 months did less well than older ones, 
probably as a result of lowered resistance; race and sex 
did not appear to influence the outcome. Spinal fluids 
of 171 infants were examined before treatment; 22-2% 
showed Grade I fluids, 29-2% Grade II, and 11-1% Grade 
Ill; only 37:-4% were normal. It was noted that the 
older the child the milder the changes in the fluid and the 
less likely the fluid to be pathological, showing that time 
alone tends to reverse positive reactions. Treatment had 
a good effect on fluids, since 72:5°% were positive before 
and 20-9% positive after treatment. The general effects 
of treatment were satisfactory in 74%, unsatisfactory in 
9%, and in 18% could not be evaluated; only 2:4% 
showed clinical relapse, and the longer the period of 
observation the better the results, both clinical and 
serological; most sera became negative between the 
fourth and twelfth months. Reactions were few and 
mild, and the authors consider there is no need to start 
with small doses to avoid side-effects. There were 
27 deaths (10-7%), but most of these were attributed to 
causes other than syphilis. It is concluded that the 
optimum dosage is 100,000 units per kilo of body weight, 
that penicillin should be administered every 3 hours 
over a period of 12 to 15 days, and that it is the best 
single agent yet employed in the treatment of congenital 
syphilis. T. E. Osmond 


1349. The Rapid Treatment of Syphilis: Comparison of 
Results Using Five Treatment Methods 

H.M. Leavitt. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases [Amer. J. Syph.] 31, 27-40, Jan., 
1947. 14 refs. 


This is a report of the results obtained in 539 patients 
with syphilis who were followed up for 6 or more months 
after treatment in hospital by one of five different 
methods. The patients lived in New Mexico, and 
information regarding their age, sex, nationality, social 
conditions, and stage of syphilis is recorded. The five 
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treatment schedules were: (1) A daily injection of 
** mapharsen ” (usually 0-06 g.) for 6 days a week for 
twenty doses, together with a weekly injection of 0-2 g. 
bismuth subsalicylate. A further 8 weekly injections of 
bismuth after the patient left hospital were advised. 
(2) Daily injections of mapharsen 6 days a week up toa 
total of twenty-two injections; injection of 0-2 g. bismuth 
subsalicylate on the first day of treatment and with every 
fifth injection of marpharsen. (3) Sixty injections of 
40,000 units of penicillin at 3-hourly intervals (total 
2,400,000 units in 74 days). (4) A combined treatment 
—the “ 8-6-3” schedule—lasting 8 days comprising 
eight daily injections of mapharsen, three injections of 
bismuth subsalicylate, and 10,000 units of penicillin 
3-hourly for sixty injections (total 600,000). (5) A 
modification of (4), the “* 5-12-3”’ schedule, consisting 
of five injections of marpharsen in 9 days, three injections 
of bismuth subsalicylate, and seventy-two injections of 
16,667 units of penicillin at 3-hourly intervals (total 
1,200,000). 

The results of treatment are analysed. It was found 
that none of these five schedules was superior to long- 
term therapy or intensive arsenotherapy. Penicillin 
alone (3) was the safest, while the ** 8-6-3 ” schedule (4) 
produced two severe but non-fatal cases of arsenical 
encephalopathy. Much further work is needed to 
determine the optimum combination of penicillin, 
arsenic, and bismuth required for the effective treatment 
of syphilis in its various stages. 

[While the results are disappointing, they do indicate 
that the optimum treatment required must be more than 
that given in the schedules.] _ S. M. Laird 


1350. Rapid Treatment of Prenatal Syphilis 

S. OLANSKY and R. Beck. American Journal of Syphilis, 
Gonorrhea, and Venereal Diseases |Amer. J. Syph.} 31, 
51-56, Jan., 1947. 2 refs. 


Although congenital syphilis can be prevented, 
thousands of infected infants are born in the United 
States each year. The authors conclude that many 
syphilitic women do not receive adequate treatment 
during pregnancy, and believe this failure to be due to 
the fact that standard methods of antisyphilitic treatment 
take too long and are too difficult for the average patient. 
(In. Britain congenital syphilis usually follows failure to 
diagnose maternal syphilis; the known syphilitic mother 
is usually co-operative, and attends well for. treatment 
throughout her pregnancy.] The authors have therefore 
studied intensive-treatment methods in an attempt to 
prevent prenatal syphilis, and here report ‘the results in 
147 patients, of whom 129 were studied for 3 months or 
longer after confinement. In this series there were 128 
live births, 5 abortions, and 6 stillbirths. The 128 live 
infants were free from clinical signs of syphilis, and only 
1 had persistently positive serological evidence. In 2 
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cases of stillbirth, the foetus showed no pathological 
evidence of syphilis, and in another 2 cases it was con- 
sidered that the foetus, which was macerated at. birth, 
had died before treatment was started. One of the 
abortions was considered to be traumatic in origin, and 
in another the foetus was thought to be dead before 
treatment was started. 

The treatment schedules used were: (1) 1,200 mg. 
“ mapharsen”’ by slow intravenous drip over 5 or 8 
days combined with 0-2 g. bismuth subsalicylate weekly 
for 8 weeks; (2) 60 injections of 40,000 units of penicillin 
at 3-hourly intervals; (3) (a) 1 mg. mapharsen per kilo 
body weight (maximum of 60 mg. per dose) daily for 
8 injections, 10,000 units of penicillin every 3 hours for 
60 injections, and 0-2 g. bismuth subsalicylate on the 
first, fifth, and ninth days; (3) (5) injections of mapharsen 
on the first, third, fifth, seventh, and ninth days, 16,667 
units of penicillin intramuscularly every 3 hours for 72 
injections, and 3 injections of 0-2 g. bismuth subsalicylate. 
The stage of syphilis and point in pregnancy at which 
treatment was started and the outcome of the pregnancies 
are reported in detail. The findings justify the authors’ 
conclusion that intensive antisyphilitic treatment even 
late in pregnancy results in a high proportion of non- 
syphilitic infants. S. M. Laird 


1351. Treatment of Early Syphilis with Penicillin 

T. H. STERNBERG and W. LeIFerR. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.] 133, 1-5, 
Jan. 4, 1947. 13 refs. 


This article reports the results of the treatment with 
penicillin of 1,400 soldiers suffering from early syphilis; 
the total dosage was 2,400,000 units in sixty 3-hourly 
injections over 74 days; 600 (42-8%) of the patients were 
in the serum-negative primary stage, 564 (30-4%) in the 
serum-positive primary, and 236 (16-9°%) in the secondary ; 


about 84% were followed for more than 9 months. Of 
the serum-negative primary patients, 566 showed a satis- 
factory outcome and 34 unsatisfactory, including 27 
infectious and 7 serological relapses; 9 of the infectious 
relapses may well have been reinfections; 304 patients 
had their spinal fluids examined and all were negative. 
Of the 564 patients with serum-positive primary syphilis, 
507 showed a satisfactory outcome and 57 an unsatis- 
factory one; of the latter, 20 had infectious relapse, 14 
serological relapse, 22 were serum-fast, and 2 had 
abnormal spinal fluids (1 patient came into two of these 
categories). Of 236 patients with secondary syphilis, 
196 had a satisfactory outcome and 40 an unsatisfactory 
one, including 4 with infectious relapse, 6 with serological 
relapse, 22 who were serum-fast, and 3 with abnormal 
spinal fluids. The total number of spinal fluids examined 
was 719; 5 (0-69%) were abnormal; 1 belonged to 
Group I, 3 to Group IT, and 1 to Group III. Percentages 
of satisfactory results for the three categories were: 
94:3, 89-9, and 83-0 respectively, with an average of 
90:6. Most of the relapses occurred between the third 
and ninth months of observation, so that it seems 
possible that, though there may be further relapses as 
the observation period is extended, these will be offset 
by some of the serum-fast patients becoming serum- 
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negative. As all the patients were treated before 
February, 1945, it seems probable that the results reported 
are likely to be better than those obtained later when 
penicillin samples contained more of the K factor. The 
failure rate was three times as high in negroes as in white 
patients; it is possible that this may be explained partly 
by a greater incidence of reinfection in negroes and partly 
by the relatively larger number of negroes who had 
reached the secondary stage before being treated. 

[Two of the speakers in the discussion which followed 
the reading of this paper were confident that a considerable 
number of reinfections were included in the “ unsatis- 
factory ’ cases, and one asserted that it was possible to 
distinguish between relapse and reinfection by carefully 
conducted serological studies—that is, by performing a 
“battery ’’ of tests at weekly and monthly intervals 
following treatment.] T. E. Osmond 


1352. Streptomycin Therapy of Penicillin-resistant and 
Sulfonamide-resistant Specific and Nonspecific Urethritis 
E. J. Putaski. Journal of Venereal Disease Information 
[J. vener. Dis.] 28, 1-6, Jan., 1947. 6 refs. 


This paper reports the results obtained in United 
States Army hospitals with streptomycin in cases of 
gonococcal and non-specific urethritis, prostatitis, and 
epididymitis, all of which had been previously refractory 
to the sulphonamides and to penicillin. Unlike penicillin, 


‘streptomycin should be given parenterally, for it does not 


reach a significant concentration in the urine if 
administered orally. 

Nine patients with gonorrhoea were given a dosage of 
0-5 g. of streptomycin in 5 ml. of isotonic saline, injected 
intramuscularly every 3 hours for six doses. Seven 
with gonococcal urethritis responded promptly. An 
associated prostatitis in 2 of these cases was eliminated 
by streptomycin and prostatic massage, but this treat- 
ment failed in the eighth case. The ninth patient had 
chronic epididymitis; treatment failed in this case also. 
These few cases suggest that streptomycin is.effective in 
the treatment of gonorrhoeal anterior urethritis in the 
male, but that additional experience is needed to deter- 
mine whether it will be effective in gonorrhoeal pro- 
statitis and epididymitis. That a more prolonged dosage 
might be effective in these complicated gonorrhoeal cases 
is not suggested by the unsatisfactory results in non- 
specific prostatitis when the drug was given for as long 
as 10 days. Two patients with an uncomplicated 
urethritis due to Staphylococcus aureus responded well, 
but 4 cases of prostatitis of non-gonococcal origin were 
disappointing failures. This is not unexpected, as 


investigation of prostatic secretions and assays of prostatic 


glands removed at necropsy have failed to reveal the 
presence of assayable amounts of streptomycin in patients 
who had been given the drug parenterally. Four cases 


_ of non-venereal epididymitis caused by various organisms 


in paraplegic patients with indwelling catheters were 
treated with streptomycin for longer periods (8 to 10 days) 
without benefit. Apparently, as with the prostate, 
streptomycin does not find its way into the epididymis 
in sufficient concentration to produce an effect on micro- 
organisms there. 
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Thus it appears that neither oral nor parenteral 
administration of streptomycin can produce an effective 
concentration of the drug in the prostate or epididymis, 
and it seems, therefore, of little or no value when these 
organs are infected. T. Anwyl- Davies 


1353. Comparison of the In Vitro Antigonococcal 
Actions of Penicillins G, F, K, and X 

E.E. NettandjJ.H.Hmz.. American Journal of Syphilis, 
Gonorrhea and Venereal Diseases [Amer. J. Syph.] 31, 
14-19, Jan., 1947. 3 refs. 


In this comparison the in vitro activity of penicillin 
G and X (both pure crystalline) and of F and K (approxi- 
‘mately 90% pure) has been tested against freshly isolated 
cultures of gonococci obtained from a large number of 
patients. The authors are doubtful whether the gono- 
coccus is an appropriate organism for standard testing 
and consider that the meningococcus might be more 
suitable. 

The present tests indicate that pure crystalline 
penicillin X is 7-3 times more efficient in vitro than is pure 
crystalline G against freshly isolated gonococci from 
76 different patients, and that 90% pure penicillin is 
3-3 times as efficient against the same organisms. Pure 
crystalline G and 90% pure K were also tested against 
gonococci from 40 different sources, and it was shown 
that the average in vitro efficacy of K was 1-5 times that 
of G. 

{It will be appreciated that the fate of K in the body 
would discount its use as a practical therapeutic agent. 
The authors rightly urge that further clinical trials of 
crystalline penicillin X in gonorrhoea should be made as 
soon as possible. Their technique is ingenious and the 
paper should be read in the original by those who are 
interested.] G. L. M. McElligott 


1354. The Present Status of Immunity and Allergy in 
Syphilis 

E. UrsacH and H. BEERMAN. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases {Amer. J. 
Syph.] 31, 192-215, March, 1947. 82 refs. 


1355. Observations upon the Specificity of the Comple- 
ment Fixation Test for Lymphogranuloma Venereum 

A. D. Ducaney and H. Packer. Journal of Immunology 
[J. Immunol.) 55, 53-60, Jan., 1947. 10 refs. 


Complement-fixation tests were carried out on sera 
from five groups of individuals with a specific lympho- 
granuloma antigen of chick-embryo origin (lygranum) 
and a control antigen of normal chick-embryo material; 
tests were also made with a Wassermann antigen. 
Group 1 comprised 148 medical students with no clinical 
evidence of venereal disease; 138 were unselected, and 
10 were selected because of upper respiratory infections 
(in view of the antigenic affinity of some of the pneu- 
monia viruses with the virus of lymphogranuloma). 
Group 2 included 42 children (5 white, 37 negro), all of 
whom had had a febrile illness. Group 3 comprised 


22 negro children with congenital syphilis; all were below 
the age when acquired venereal infection might be 
expected. Group 4 contained 81 patients (53 white, 
28 negro) with neurosyphilis who had been infected at 


_ least 2 years previously. In Group 5 there were 214 


patients with infective ano-genital lesions. In all tests 
the initial serum dilution was 1 in 5. 

Results may be summarized as follows: Group 1.—Of 
the 148 sera from this group all gave a negative Wasser- 
mann reaction, while 13 gave positive reactions with the 
lygranum antigen—12 in the unselected group, 1 in the 
respiratory infection group. Of these 13 positive sera, 
10 showed titres of 1 in 5 or'1 in 10, while 3 were positive 
in dilutions of 1 in 20. None was positive in higher 
dilution. None gave a positive reaction with the control 
antigen. Group 2.—One serum with a negative Wasser- 
mann reaction gave a positive reaction with the lygranum 
antigen. “Titre was low (1 in 10), and the authors con- 
sidered the reaction a non-specific one. Group 3.—No 
positive reactions were obtained with the lygranum anti- 
gen, a finding which casts doubt on the view that late 
syphilis is a frequent cause of non-specific reaction in 
this test. Group 4.—White patients gave 43% positive 
reactions with lygranum antigen, negro patients 82% 
positive. As the Wassermann reaction was positive in 
all cases, it appears that factors other than cross-reactivity 
with syphilis are responsible for the high proportion of 
positive lygranum tests in the negro group. Group 5.— 
Of the Wassermann-positive sera in this group 83% gave 
positive reactions with the lygranum antigen, as compared 
with 68% of positive reactions among the negative sera. 
Results in Groups 4 and 5 show, therefore, no significant 
difference in the incidence of positive lygranum comple- 
ment-fixation reactions in the Wassermann-positive and 
Wassermann-negative individuals. However, the high 
overall incidence of positive lygranum reactions in those 
individuals with proven or suspected syphilis prompted 
the authors to carry out titration studies on 142 positive 
sera from Group 5, with serum dilutions higher than 1 in 
5. At these, 56% gave titres of 1 in 40 or above, but of 
33 sera from patients with a clinical diagnosis of 
lymphogranuloma venereum 97% showed titres of 1 in 40 
or above. 

From these and other data obtained in this survey the 
authors conclude that if the 1 in 5 serum dilution is alone 
used, non-specific reactions may be expected; when the 
sera are titrated in dilutions of 1 in 20 and 1 in 40 the 
test is of value in diagnosis. A titre of 1 in 40 or above 
affords good evidence of specific infection; with a titre 
below this quantitative examination of subsequent 
specimens of sera is advisable. False-positive reactions, 
which may occasionally occur in early syphilis, can usually 
be eliminated by titration studies in which the 1 in 40 
dilution is considered as the critical one, or by absorption 
of sera with Kahn antigen, although the latter procedure 
is too tedious for routine use. T. D. M. Martin 


1356. Disseminated Granuloma Inguinale of Bones 

W. J. RHINEHART and J.T. BAUER. American Journal of 
Roentgenology and Radium Therapy {Amer. J. Roentgenol.] 
57, 562-567, May, 1947. 8 figs., 9 refs. 
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1357. Streptomycin Treatment of Urinary Tract Infec- 
tions. With Special Reference to the Use of Alkali 

H. W. Harris, R. Murray, T. F. Pare, L. KitHam, and 
M. FINLAND. American Journal of Medicine [Amer. J. 
Med.] 2, 229-250, March, 1947. 14 figs., 34 refs. 


This paper reports the results of treatment with 
streptomycin of 21 cases of infection of the urinary tract. 
The investigation was carried out at the Boston City 
Hospital and Harvard Medical School. The offending 
organisms were in all cases shown to be streptomycin- 
sensitive in vitro. There have been reports in the litera- 
ture of a high percentage of failures after treatment with 
streptomycin in spite of the fact that in vitro sensitivity 
had been proven. It had previously been suggested 
that during the use of streptomycin for urinary infections 
it was important to maintain alkalinity of the urine. 
In this series 7 cases were treated with streptomycin 
alone and 7 in conjunction with alkalies. The results are 
indicated in tables, one of which is reproduced below. 


Results of Streptomycin Therapy in Relation to Adjuvant 
Alkalis and the Appearance of Resistant Strains 


Acid | Developed 
urine} resistance 


Cured 1 i 
Transient improvement t 0 1 
Failure .. 6 6 


Total 
cases 


Results of treatment 


* Patient received alkali. Resistant strain isolated only once 
after treatment and subsequent cultures were negative. 

t One of these patients was free of infections for over 5 weeks 
and was considered as having a reinfection, since a different organism 
was found later. 


[Readers are referred to the original paper for full ; 
clinical and bacteriological details. These are lavish in 


the text.] W. G. Gill 


1358. Treatment of Anuria following Intravascular 
Haemolysis 

R. H. Dopss. Lancet [Lancet] 1, 360-363, March 22, 
1947. 3 figs., 16 refs. 


The case described in this article is that of a soldier who 
appeared to be dying of extreme oliguria and uraemia 
following a massive haemolysis after blood transfusion. 
Unilateral decapsulation (right kidney) under spinal 
analgesia was followed by a commencing diuresis 
(134 0z.; 378 ml.) within 24 hours, and 3 days after 
Operation 102 oz. (2,850 ml.) urine was passed. 

It is concluded from the observations on this case that 
diuresis was determined by the unilateral decapsulation, 
and it is noted that recovery of the concentrating power 
of the kidneys was delayed for several days. It is interest- 
ing that both kidneys recovered as a result of the 
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decapsulation of one. It is suggested that the apparent 
success of the operation was due to the removal of 
sympathetic tonic nerve impulses. This may be due 
either to decapsulation or to the high spinal analgesia. 
The author refers to other cases on record in which 
sympathetic nerve block has proved effective in the 
treatment of anuria. In conclusion he discusses the 
possible shunt in the renal circulation from cortical to 
medullary areas when blood containing toxic substances 
circulates through the kidneys. Geoffrey Evans 


1359. Renal Function During Chronic Anemia in Man 
S. E. Brapey and G. P. BRADLEY. Blood (Blood) 2, 
192-202, March, 1947. 18 refs. 


The renal function was studied in 15 patients with 
chronic anaemia (pernicious anaemia, 8; paroxysmal 
nocturnal haemoglobinuria, 2; lymphatic leukaemia, 1; 
hypochromic anaemia, 1; secondary to duodenal ulcer, 
2; bleeding haemorrhoids, 1). Mannitol, inulin, and 
diodrast clearance tests were carried out; haematocrit 
estimations were made and tubular function was estimated 
by diodrast and glucose saturation techniques. 

The effective renal plasma flow, the glomerular filtra- 
tion rate, and the filtration fraction (percentage of plasma 
filtered at the glomerulus) were reduced slightly below 
normal values. The effective renal whole-blood flow 
was always greatly reduced—by 46% in males and 31-8% 
in females. Arterial blood pressure was not lowered; 
it is therefore suggested that renal vasoconstriction occurs 
in chronic anaemia diverting the blood to tissues more 
sensitive to oxygen lack. The condition is reversible, 
since the return to a normal blood count leads to normal 
renal function again. 

The diodrast Tm (maximal rate of tubular excretion) 
was reduced in 9 out of 10 patients, but glucose Tm was 
normal in 6 out of 7 patients, suggesting continued 
operation of all glomeruli, but there was probably some 
intracellular dysfunction rather than inactivation of the 
nephrons. John F. Wilkinson 


1360. The Effect of Autonomic Blockade with Tetra- 


_ ethylammonium on the Renal Circulation in Dogs and in 


Normal and Hypertensive Patients 

S. W. Hoosier, G. K. Mor, B. R. RENNICK, R, B. 
NELIGH, and R. H. Lyons. University Hospital Bulletin 
[Univ. Hosp. Bull., Ann Arbor] 13, 9-10, Feb., 1947. 
3 figs., 9 refs. 


Tetraethylammonium administered intramuscularly or 
intravenously in doses of about 15 mg. per kilo body 
weight produces renal vasodilatation as a result sof 
inhibition of increased vasoconstrictor tone to the blood 
vessels of the kidney (such as is obtained by clamping the 
carotid arteries), thus resembling the effects of sym- 
pathectomy. Direct infusion of the drug into the renal 
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arteries of the dog did not affect the renal circulation. 
para-Aminohippurate clearance was used as a measure 
of renal plasma flow, and sodium thiosulphate as an 
index of glomerular filtration rate. A sustaining solu- 
tion containing 0-6% para-aminohippurate and 1-8% 
sodium thiosulphate was infused at a rate of 4 ml. per 
minute, urine being collected by indwelling catheter every 
10 minutes. It was noticed that in normotensive persons 
there was little or no reduction in blood pressure, no 
significant alteration in renal plasma flow, and a slight 
but persistent reduction in filtration rate and filtration 
fraction. In some groups of hypertensive patients the 
drug caused a fall in the blood pressure up to about 
20% with a proportionately greater decrease in the 
filtration rate and a return of the renal plasma flow to 
the control value. As a result the raised filtration frac- 
tion characteristically seen in hypertension tended to 
fall. In the opinion of the authors the possibility cannot 
be excluded that such alterations in renal haemodynamics 
are the result of an autonomous, non-neurogenic 
response of the kidney to a reduction in arterial pressure. 
But it seems more reasonable to explain the changes by 
assuming that the drug blocks the autonomic pathway 
and causes a partial release of the increased renal 
arteriolar constriction so common in hypertension. 
L. H. Worth 


1361. The Oedematous Syndrome of Nephritis with 
Special Reference to Prognosis 

J. B. RENNIE. Quarterly Journal of Medicine (Quart. J. 
Med.) 16, 21-31, Jan., 1947. 25 refs. 


Twenty-nine patients, aged 4 to 60 years (20 of them 
males), and presenting the oedematous syndrome, have 
been observed during the past 16 years. None gave a 
history suggestive of acute nephritis. The appearance 
of oedema was taken as the beginning of the disease. 
Fourteen patients—8 of whom were seen within the first 8 
weeks of the illness—on admission had an elevated systolic 
blood pressure and all but 2 had haematuria (8 micro- 
scopic, 4 frank). The blood pressure never returned 
to normal. Eight died of uraemia, while the condition 
of 3 is stationary, 2 are worse, and 1 only has much 
improved. Fifteen patients—10 of whom were seen 
within the first 8 weeks of the illness—had a normal 
blood pressure on admission, only 5 had microscopic 
haematuria. Four died of uraemia, 3 from intercurrent 
disease, and 1 died suddenly after an intravenous 
injection of a mercurial diuretic. Two are regarded as 
improved, another 2 as much improved (only very faint 
trace of proteinuria), and 3 as cured. These last 3 had 
in common very severe proteinuria and oedema lasting 
up to 2 years, and absence of hypertension, haematuria, 
and azotaemia. They have been under observation for 
16, 13, and 8 years respectively. 

So far complete recovery has not been observed in 
of the 13 patients with microscopic haematuria on 
ission, while, on the other hand, haematuria has 

developed subsequently in 5 patients. Azotaemia was 
present in 8 out of the 29 patients on admission; 5 
developed it later; 2 only show satisfactory improvement. 
In 3 patients intercurrent infections—chickenpox, para- 
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typhoid fever, and measles—had no effect one way or 
the other on the course of the disease. Hypertension js 
regarded as the best guide for prognosis; its presence 
almost invariably indicates a progressive lesion. 

L. H. Worth 


1362. Effect of Measles on the Nephrotic Syndrome 

R. W. BLumsBerG and H. A. Cassipy. American Journal 
of Diseases of Children [Amer. J. Dis. Child.] 73, 151-166, 
Feb., 1947. 5 figs., 23 refs. 


The usual effect of intercurrent infection on the 
nephrotic syndrome is unfavourable or even disastrous, 
but the authors report 2 cases much improved following 
measles, 1 apparently cured, the other relapsing after 
34 months. Three other cases showing a nephritic 
element—azotaemia and haematuria in addition to 
oedema, albuminuria, hypoproteinaemia and_hyper- 
cholesterolaemia—are also described. These patients 
were somewhat improved after the appearance of the 
measles rash but the improvement was only transient. 

Five other reports of complete cure of nephrosis by 
infection with measles were found on reviewing the litera- 
ture, and a number of instances of improvement follow- 


_ ing measles were also discovered. Furthermore the 


authors draw attention to reports that other intercurrent 
infections may influence the nephrotic state in a favour- 
able direction, this effect having been noted after typhoid, 
pneumonia, otitis media, streptococcal sinusitis, and 
streptococcal and pneumococcal peritonitis. However, 
the beneficial effect of measles-on the nephrotic syndrome 
is recorded more frequently and consistently than that 
of any other intercurrent infection, and seems to be more 
regular than can be accounted for on a basis of coinci- 
dence, even though spontaneous remissions are com- 
mon. The mechanism is quite obscure. Elevation of 
temperature alone is probably not the significant factor, 
as fever therapy is usually ineffective in modifying 
nephrosis. It may be that a virus infection results in 
some significant change in metabolism which causes 
a reversal of the degenerative (or infectious) changes 
responsible for the nephrotic syndrome. The effect of 
measles on the serum proteins and cholesterol. was 
dramatic, in each case a prompt change toward normal 
levels occurring. The drop in the blood cholesterol 
level in 1 case, at least, preceded the rise in plasma 
proteins, and the authors suggest that alterations of 
liver function may be the underlying and fundamental 
change. 

With antibiotics to control possible secondary infec- 
tions it is, perhaps, not entirely unreasonable to consider, 
adding measles to the armamentarium of therapy, but 
further research to disclose the essential mechanism 
seems indicated. M. Baber 


1363. Nephrotoxic Action of DL-Serine in the Rat. 
I. The Localization of the Renal Damage, the Phospha- 
tase Activity and the Influence of Age, Sex, Time, and 
Dose 

M. WAcHSTEIN. Archives of Pathology [Arch. Path.\ 43, 
503-514, May, 1947. 4 figs., 29 refs. 
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1364. Edema or Herniations of-Fat Lobules as a Cause 
of Lumbar and Gluteal “‘ Fibrositis ” 

W. S. C. CopEMAN and W. L. ACKERMAN. Archives of 
Internal Medicine [Arch. intern. Med.] 79, 22-35, Jan., 
1947. 4 figs., 4 refs. 


Failure to find areas of fibrosis in biopsy material from 
cases clinically diagnosed as fibrositis suggested that 
areas of fibro-fatty tissue may become oedematous, and 
painful tension may thus be set up. This is believed to 
be the cause of pain in fibrositis in the back and gluteal 
region. 

The work of Lewis has led to acceptance of the theory 
that such pain arises in focal points from which segmental 
radiation occurs. These focal points are clinical entities, 
and their situations plotted in a series of 65 cases give a 
“pain pattern” which corresponds with the “ basic fat 
pattern”, the irreducible minimum of fat in the back 
under any condition, determined by dissection of 14 
backs. This pattern is composed of deposits of pinkish 
fibro-fatty tissue lying along the edge of the sacro- 
spinalis muscle between the superficial and deep fascia 
(lumbar fat pad) and within the angle where the deep 
fascia splits to enclose the sacro-spinalis muscle (deep 
deposits). There are also tongues of fibro-fatty tissue 
along the sacro-iliac junctions, following déép fascia and 
muscle attachments. ‘Posterior rami of the last three 
lumbar nerves pierce the deep fascia along the edge of 
the sacro-spinalis muscle through definite foramina 
through which herniation of the deep fat may occur. 
Such tender herniations may develop during pyrexial 
illness or trauma, may persist, be re-activated, and 
become the site of chronic pain. , 

Eleven cases are added to 10 previously reported in 
which herniation or protrusion’ of oedematous fat 
lobules through deficiencies in the walls of their fibrous 
compartments was demonstrated at biopsy, and removed 
with relief of symptoms. The fat hernias are classi- 
fied as: (a) pedunculated, (6) non-pedunculated, and 
(c) foraminal. In 1 case an old haematoma was ap- 
parent. Six cases of painful fatty deposits around the 
knee-joints in menopausal women (panniculitis) were 
explored. These deposits consisted of firm fibrous 
septa passing inward from the subcutaneous region of 
the skin to the deep fascia, forming small compartments 
enclosing a few fat lobules apparently under tension. 
There was no evidence of herniation, but division of the 
septa over a wide area was followed in 4 cases by relief. 
Variation of tension within the compartments produced 
by oedema may be responsible for variability in the pain. 
Therapy does not need to be drastic. Oedema of fatty 
tissue should be remedied by heat, massage, and move- 
ment, and reduction of herniated lobules be permitted. 
Active movements are important. 
may relieve pain in acute herniation, allowing movement 
and facilitating reduction. Alternatively, accurate in- 
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Procaine injection” 


jection disrupts the nodule by hydrostatic pressure. 
“ Teasing” consists in ringing the trigger area with a 
skin pencil, anaesthetizing the skin over it, transfixing the 
nodule with a stout record needle, injecting 10 to 20 ml. 
of 1% procaine under the greatest possible pressure, and 
then sweeping the cutting point of the needle around to 
undercut the nodule and disrupt any - neighbouring 
congested nodules. - William Bourne 


1365. Rheumatoid Arthritis. IV. Hemolytic Strepto- 


_ coccus Precipitin Reactions 
.A.D. WaALLis. American Journal of the Medical Sciences 
_ [Amer. J. med. Sci.] 213, 87-93, Jan., 1947. 


11 refs. 


As a result of this work the author concludes that it is 
unlikely that the sera of patients with rheumatoid arthritis 
contain a genuine excess of haemolytic streptococcus 
precipitins. The antigens employed in the precipitin 
reactions were: (1) extracts made by Lancefield’s method 
from haemolytic streptococci of groups A, B, C, D, E, 
F, and G, and (2) the C-carbohydrate substance 
characteristic of group A. The sera were obtained from 
patients with typical rheumatoid arthritis and from 
non-arthritic individuals free from recent streptococcal 
infection. 

In the tests with the crude extracts obtained by 
Lancefield’s method each antigen was used in amounts 
of 0-2 and 0-05 ml. These volumes were made up to 
0-4 ml. with physiological saline. The saline control 
tube contained 0-4 ml. of saline without antigen, and 
0-1 ml. of serum was added to each tube. The tubes 
were incubated in a water-bath at 37°C. for 2 hours, 
refrigerated overnight, centrifuged at 1,700 r.p.m. for 
10 minutes, and examined. Where the C substance was 
used the antigen dilutions were 210-5 and 2x10-®; 
otherwise the method was the same as for crude extracts, 
but prolonged observation with special visual aids was 
substituted for centrifugation. 

Sera from 30 cases of arthritis did not precipitate 
antigens from crude extracts of streptococci of groups B, 
C, D, E, and F if the saline control was frankly negative. 
When, however, the control was positive, reactions with 
these extracts not only tended to be positive but often 
showed stronger precipitation than the control. In 
explanation of these findings the author considers it 
probable that the precipitation of serum of arthritic 
persons by saline may be enhanced by non-specific 
adsorption of a heterologous antigen. A high incidence 
of positive reactions between crude extracts of strepto- 
cocci of group G and sera was considered of little 


significance, in view of the frequency of positive reactions 


between these extracts and sera from patients without 
arthritis. 

While some sera from non-arthritic persons had a 
greater ability to precipitate an extract of group A 
streptococci than some sera from arthritic persons, the 
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latter generally had more spotency in this respect than 
the former, even when the saline control tube gave a 
negative result. However, the author has previously 
brought forward evidence (Amer. J. med. Sci., 1946, 212, 
718) indicating that sera from patients with rheumatoid 
arthritis have the ability to enhance the action of normally 
present precipitins for a somatic carbohydrate of the 
pneumococcus; the occurrence of these precipitins in 
normal serum is attributable to the frequent presence of 
the pneumococcus in normal human throats. He con- 
siders that similarly group A haemolytic streptococcus 
precipitins present in normal sera and sera from arthritic 
persons may be enhanced in the latter. 

With purified C-substance of group A the discrepancy 
between the two types of sera was greater than when the 
crude extract was used, precipitation occurring much less 
often with normal sera, but positive reactions with sera 
from arthritic persons were usually accompanied by a 
positive reaction in the saline control. In this case, 


where normal precipitins are feeble, the author is of’ 


opinion that both factors cited above, enhancement of 
action of normally present antibodies and non-specific 
antigen adsorption, may be active. 

T. D. M. Martin 


1366. Rheumatoid Arthritis: V. The Agglutination of 
Hemolytic Streptococci 

A. D. WaALuis. -American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 213, 94-96, Jan., 1947. 
13 refs. 


In the face of a considerable body of evidence against 
a streptococcal origin for rheumatoid arthritis, there 
exists the well-established observation that the sera of a 
large proportion of patients with typical rheumatoid 
arthritis of more than 1 year’s duration may agglutinate 
selected strains of group A haemolytic streptococci to 
considerably higher titre than normal sera. The author 
would explain the latter finding by linking it with the 
recent observation that such sera, which possess high 
agglutination titres, may also agglutinate suspensions of 
fine collodion particles, even though the particles have 
not been sensitized by exposure to an antigen. 

Experiment showed that this agglutination of collodion 
particles was not produced by scarlet-fever convalescent 
serum (group A haemolytic streptococcus agglutinin titre, 
against strain NY5, 1: 320) or by rabbit antiserum 
(Lederle) produced by immunization with intact group A 
haemolytic streptococci (streptococcus agglutinin, titre 
1 : 640), indicating that the agglutination of collodion 
particles by serum from cases of rheumatoid arthritis is 
not accomplished by the specific action of anti- 
streptococcal antibodies. Also, preliminary complete 
exhaustion of haemolytic streptococcus agglutinins in 


such a serum by absorption with the intact organism | 


usually reduced, though it did not abolish, the ability 
of the serum to agglutinate collodion particles, a finding 
interpreted by the author to mean that a portion of the 
collodion-agglutinating factor was non-specifically ad- 
sorbed out during the streptococcus agglutination. 
Preliminary absorption with a non-encapsulated pneu- 
mococcus, Staphylococcus albus, or Streptococcus 


viridans also tended, though not so consistently, to 
decrease the ability of the serum to agglutinate collodion 
particles. 

Relatively feeble agglutinins for the group A strepto- 
coccus have been found to occur in the sera of normal 
individuals. In the author’s opinion, the increased 
ability of the sera of patients with typical rheumatoid 


arthritis to agglutinate selected strains of group A | 


streptococcus is due to the non-specific enhancement of 
these antibodies. This property of the serum is apparently 
related to the ability to agglutinate suspensions of fine 
collodion particles. T. D. M. Martin 


1367. Marble Bone Disease. A Study of Osteogenesis 
C. ZawiscH. Archives of Pathology (Arch. Path.) 43, 
55-75, Jan., 1947. 4 figs., 24 refs. 


An analysis of the histology of a femur and rib from a 
case of Albers-Schénberg’s disease has led the author to 
conclude that the bone deformities in that disease are the 
result of a failure in the resorption process beginning at 
the second period of bone formation. In normal bone 
development four periods are distinguishable, each 
involving the deposition of a new outer layer with re- 
sorption of the previously formed inner one, so that 
while the bone enlarges the medullary cavity is widened. 
In marble bone disease the resorption process is arrested 
and the medullary cavity remains small while the cortex 
is progressively thickened. Thus in a cross-section of 
the shaft of an affected femur the entire history of its 
development can be studied, all the four strata of bone 
formation being preserved. J. B. Duguid 


1368. Some New Facts Relative to Milkman’s Syndrome. 
(Quelques faits nouveaux relatifs au syndrome de Looser 
(ex-syndrome de Maurice Debray-Milkman)) 

F. FrRANcGON. Revue du Rhumatisme [Rev. Rhum.] 14, 
33-37, Feb., 1947. 3 figs. 


Clinical notes of 4 cases of Milkman’s syndrome ate 
recorded. All the cases were in elderly women. In 2 
the clinical picture of pain in the hip region, radiological 
evidence of pseudo-fractures, and prompt response to 
treatment with calcium and large doses of vitamin D is 
typical. The third patient had a relapse of symptoms 
after cure of the typical syndrome some 18 months 
previously by calcium and vitamin D, but in the relapse 
no pseudo-fractures were revealed. In the fourth case 
the radiographic appearance of a pseudo-fracture with 
callus formation is recorded as an atypical feature. No 
biochemical investigations were carried out. 

Kenneth Stone 


1369. Vitamin D (“ Ertron’’) Therapy in Arthritis. 
Treatment Followed by Massive, Metastatic Calcification, 
Renal Damage and Death 

P. KAUFMAN, R. D. Beck, and R. D. WisEMAN. Journal 
of the American Medical Association [J. Amer. med. 
Ass.] 134, 688-690, June 21, 1947. 3 figs., 9 refs. 
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1370. Mechanism of Motion Sickness 

G. Morton, A. CiPRIANI, and D. MCEACHERN. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 57, 58-70, Jan., 1947. 4 figs., 17 refs. 


The various factors concerned in the causation of 
motion sickness are critically examined in these realistic 
Montreal experiments. S.S. Mal-de-Mer, a cunningly 
placed seesaw surmounting a diabolical giant rocker, was 
installed in the squash court of the Neurological Institute, 
and a number of volunteers analysed their symptoms and 
submitted to various examinations. Later, selected 
volunteers, one of them with a lumbar puncture needle 
and manometer in situ, sampled various accelerations in 
the express elevator in the Sun Life Building. It was 
found that vertical acceleration and deceleration in the 
long axis of the body with head erect was the most 
important element in the production of motion sickness. 

There tended to be an increase in the blood sugar and 
a reduction of serum phosphorus as a result of the 
motion, irrespective of whether or not the subject became 
sick. The volunteer who underwent lumbar puncture 
in a sitting position showed a variation in cerebrospinal 
fluid pressure of 70 to 85 mm. of water with each change 
of direction. Blood pressure did not vary; no changes 
were noted in the electrocardiogram or in the electro- 
encephalogram, and there was no relation between 
vestibular responses and liability to motion sickness. 
Good correlation was noted, however, between a past 
history of susceptibility and the results on the machine. 
While the importance of psychological factors is not 
denied, the authors show that motion sickness cannot be 
entirely attributed to psychogenic causes, for in the 
experiments the volunteers approach the tests with 
“ bravado, interest, or unconcern ”. Motion sickness can 
be produced in animals but not after bilateral labyrinth- 
ectomy. For the study of motion sickness in animals 
dogs were found to be suitable but not cats or monkeys. 

W. H. McMenemey 


1371. Atrophy of the Supraoptic and Paraventricular 
Nuclei after Interruption of the Pituitary Stalk in Dogs 
W. J. O’ConNor. Quarterly Journal of Experimental 
Physiology (Quart. J. exp. Physiol.] 34, 29-42, Jan., 1947. 
1 fig., 15 refs. 


It is firmly established that the supra-optic nuclei of 
the hypothalamus send their axons into the pars nervosa 
of the pituitary. The contribution of axons from the 
paraventricular nucleus to the stalk of the pituitary has 
not been so definitely proved. The present investigation, 
carried out in the Pharmacology Laboratory at Cam- 
bridge, was made in an attempt to decide this question. 
Cell counts of the supra-optic and paraventricular nuclei 
were made in bitches at an interval of 90 days or more 
after removal of the posterior lobe of the pituitary or 


section of the supra-optico-hypophyseal tract. The 
author found that only 20% of the cells of the para- 
ventricular nucleus remained after section of the stalk, 
and 31% after removal of the posterior lobe of the pitui- 
tary. In the supra-optic nucleus 14% and 24% respec- 
tively of the cells survived after these operations. He 
therefore concludes that the axons of the cells of the 
paraventricular nucleus enter the pituitary stalk and 
reach the pars nervosa. He could find no correlation 
between the degree of polyuria resulting from the 
operation and the degree of atrophy of the supra-optic 
nuclei. J. G. Greenfield 


1372: Tridione: A New Anticonvulsant Drug 

R. K. RicHarps and G. M. Everett. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 31, 
1330-1336, Dec., 1946. 1 fig., 17 refs. 


The authors describe some pharmacological properties 
of tridione (3,5,5-trimethyloxazolidine-2,4-dione), an 
anticonvulsant that has been used to control attacks 
of petit mal. Its use in other forms of epilepsy is still 
under trial. Tridione is related to diphenylhydantoin 
(“ dilantin ’’) and to phenobarbitone through a group 
C—CO—N-—CO which these drugs have in common. 

The LDS5O for mice was 1-5 to 2 g. per kilo by intra- 
venous, intraperitoneal, and subcutaneous injection. The 
drug was readily absorbed from the intestine. Mice fed 
for 9 months on a diet containing 0-25% tridione showed 
no evidence of toxic effects. In the dog, under pento- 
barbitone anaesthesia, 25 mg. per kilo intravenously had 
no effect on the blood pressure, heart, respiration, or 
electro-encephalogram; a dose of 75 mg. per kilo caused 
a transient depression of the blood pressure and of 
respiration. 

The anticonvulsant action of tridione was tested 
against the convulsant action of pentamethylene tetrazol 
(“* metrazol ”’), intracortical injections of penicillin, and 
electrically induced convulsions. Results are given for 
the experiments with metrazol. Thus, the 100% con- 
vulsive dose for various groups of rabbits was 17-5 mg. 
per kilo intravenously. A dose of 100 mg. of tridione 
given intravenously 10 minutes before the metrazol 
reduced the number of convulsions to 30%, and 200 mg. 
given 1 hour before, to 20%. According to Goodman 
et al. (Fed. Proc., 1936, 5, 179) tridione protects against 
metrazol in a ratio of 1 : 3 to 5. 

Urinary excretion was studied in three experiments in 
man. After 2 g. of the drug by mouth the amount 
recovered at 8 hours was about 50 mg. Thus, most of 
the drug disappeared in the body. Rats continued to 
metabolize the drug even after removal of the kidneys 
and after damage to the liver by carbon tetrachloride. 
The effect of tridione on the electro-encephalogram in 
petit mal is sometimes delayed. Side reactions occur 
more frequently in adults than in children? Drowsiness 
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can be relieved by desoxyephedrine which does riot inter- 
fere with the anticonvulsant action of the drug. A visual 
disturbance, described as “ glare”, is seen in 75% of 
adults; it disappears when the drug is stopped. Skin 
rashes, aplastic anaemia, and agranulocytosis have been 
reported. H. M. Adam 


1373. Myocarditis in Friedreich’s Ataxia p 
D. S. Russett. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 58, 739-748, Oct., 1946. 9 figs., 13 refs. 


A chronic progressive myocarditis in 4 cases of 
Friedreich’s ataxia is described. The destruction of the 
myocardium takes place through a focal, piecemeal, 
coagulative necrosis of the fibres, which are then replaced 
by connective tissue. The surviving muscle undergoes 
hypertrophy and various forms of degeneration. Apart 
from fibrosis, scanty infiltration with lymphocytes and 
a few eosinophils and neutrophil leucocytes was also 
observed in the hearts. Attention is drawn to the not 
uncommon association of cardiac lesions with Friedreich’s 
ataxia; it is argued that the myocarditis is of toxic 
origin and that the same agent is responsible for the 
lesions in the central nervous system. G. Popjak 


1374. Parpanit, a New Therapeutic Preparation in 
Extrapyramidal Motor Disturbances. (Parpanit, ein 
neues Therapeuticum bei Stérungen der extrapyramidalen 
Motorik) 

R. DomeENJOz. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 76, 1282-1286, Dec. 14, 
1946. 5 figs., 9 refs. 


Among the various drugs used in the treatment of 
post-encephalitic Parkinsonism and other extrapyramidal 
disturbances, alkaloids of the atropine group are generally 
considered the most effective. The desired therapeutic 
effect is often accompanied by more or less unpleasant 
signs of vagal inhibition, such as dryness of the mouth 
and disturbances of accommodation, gastric secretion, 
and intestinal motility. It is generally assumed that the 
therapeutic effect is due to the action of the drugs on the 
parasympathetic or on acetylcholine. In a study of 
synthetic vagus-inhibiting substances Martin and 
Haefliger found “ parpanit ” effective. Parpanit is a di- 
ethylaminoethyl-ester of phenylcyclopentane carbonic 


acid. 
4 
| H C.H; 
COOCH,—CH,—N¢ 
C,H; 
HCl 
This substance is a spasmolytic, as shown in its 
antagonistic effect to acetylcholine and barium on the 
gut and uterus. Moreover, it is atropine-like in its effects 
on salivation and the pupil. It is a vasodilator and has 


some cerebral excitatory effects on the spontaneous 
motility of the rat. It has some curare-like action on 
the nerve-muscle preparation of the frog. Studying a 
number of allied substances, similar in their effect on the 


vagus but lacking in effect on nerve-muscle preparations _ 


and on human muscle, the author arrives at the con- 
clusion that the therapeutic effect of atropine-like sub. 
stances on extrapyramidal motor disturbances is ip. 
dependent of their effect on the parasympathetic. (See 
also Abstracts of World Medicine, 1947, 2, 325.) 

Eric Guttmann 


BRAIN AND SPINAL CORD 


1375. Electroencephalograms of Infants and Children 
with Convulsive Disorders 

T. C. Barnes and C. C, FiscuHer. Archives of Pediatrics 
[Arch. Pediat.] 64, 6-24, Jan., 1947. 9 figs., 39 refs. 


Satisfactory electro-encephalograms were obtained with 
a six-channel Rahm electro-encephalograph from infants 
aged 8 months to 5 years under light “ pentothal” 
anaesthesia (20 mg. per pound (0-45 kg.) given rectally), 
The drug reduces the occurrence of muscle movement and 
eye artefacts, and over 50% of the records obtained from 
28 babies were classed as good to excellent. The findings 
of earlier workers were confirmed; in addition the specific 
fast and slow rhythms characteristic of pentothal narcosis 
could be used to delimit normal areas of the brain, since 
even the rhythms in narcosis are absent or attenuated in 
areas of atrophy or agenesis. The narcosis rhythms do 
not entirely obscure wave forms diagnostic of epilepsy, 


- such as wave-and-spike episodes, but they do make 


interpretation of less specific features more uncertain. 
Observations were also made on the skin temperature, 
pulse, respiration, blood sugar, and hyperpnoea. The 
effect of hyperpnoea could not be interpreted unless the 
blood-sugar level at the time was known. The authors 
add a short section interpreting this and other results in 
the light of their hypothesis that bigelectric potentials 
are due to phase boundary potentials released by acetyl- 
choline in contact with lipid. W. Grey Walter 


1376. Effects of Pitressin Hydration on the Electro- 
encephalogram. Paroxysmal Slow Activity in Nonepileptic 
Patients with previous Drug Addiction 

A. WIKLER. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 57, 78-83, Jan., 1947. 
2 figs., 5 refs. 


Fourteen non-epileptic men with previous drug addic- 
tion were examined before and after pitressin hydration. 
No seizures were induced. Electro-encephalograms 
were taken with a four-channel amplifier with mirror 
oscillographs and photographic recording. Silver-silver 
chloride electrodes and bi-polar antero-posterior clec- 
trode placements were used throughout. Records were 
taken before, during, and after hyperpnoea. These 
were analysed by visual measurement of alpha frequency, 
deflections of less than 5 microvolts in amplitude over 4 
30-second sample being rejected. The mean alpha 
frequency was computed. by averaging all frequencies 
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from 8 to 13 per second and the percentage of alpha 
activity by measuring the time occupied by such fre- 
quencies in the sample. A frequency histogram was 
otted from these measurements. Individual variation 
from day to day in control periods was not more than 
0:5 cycles per second in frequency and 12% in the 
tage of alpha activity. The principal effect of the 
pitressin hydration was a slight slowing of alpha fre- 
quency, but this was only just outside the normal range. 
There was no change in percentage of alpha time. The 
slower components in the frequency histogram were 
augmented in about half the records, and in about the 
same proportion paroxysmal delta activity was observed, 
either with or without augmentation of components at 
6 to 8 cycles per second. There was no correlation be- 
tween the extent of the change in the E.E.G. and the degree 
of hydration or dosage of pitressin. 

The author concludes that the magnitude of the effect 
depends upon individual susceptibility to the physio- 
logical mechanisms evoked by the hydration, and points 
out that the appearance of paroxysmal slow activity. in 
the E.E.G. after pitressin hydration cannot be considered 
indicative of epilepsy in the clinical sense. 

W. Grey Walter 


1377. Paralysis of Conjugate Upward Movements of 
the Eyes and a Terminal Bulbar Syndrome without Focal 
Lesions. (Paralisi dei movimenti associati di elevazione 
degli occhi e sindrome bulbare terminale senza focolaio) 
G. FatrovicH. Rassegna di Studi Psichiatrici (Rass. 
Studi psichiat.| 36, 101-112, Jan.-March, 1947. 3 figs. 


A 66-year-old patient, who had suffered from epileptic 
attacks since childhood, developed quite suddenly 
bilateral ptosis, anisocoria, loss of pupillary reflexes to 
light and accommodation, convergent strabismus in the 
right eye, and. paralysis of the conjugate upward 
movements of the eyes; in addition a tight-sided spastic 
hemiparesis was present. The cause of this condition 
was thought to Be a vascular lesion; within a few weeks 
all these signs disappeared completely and the patient 


_ remained well for 3 years. He was then affected by 


what appeared to be a pontine haemorrhage and died 
finally from bronchopneumonia. When the brain was 
examined the author was unable to find any macroscopical 
or microscopical changes; he discusses the different 
lesions which could have produced the symptoms in this 
case. F. K. Kessel 


1378. Relation of Acute Mucosal Hemorrhages and 
Ulcers of Gastrointestinal Tract to Intracranial Lesions 
G.S.STRASSMANN. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 57, 145-160, Feb., 
1947. 7 figs., 30 refs. 


The necropsy material from over 2,000 cases was studied 
in an attempt to determine how often and under what 
conditions acute haemorrhages and erosions of the gastro- 
intestinal tract occur in association with, or in the absence 
of, fatal intracranial lesions. Five groups were dis- 
tinguished in material from 196 cases in which necropsy 
was performed in two mental hospitals. These groups 
corresponded to the degree of severity of the gastro- 


intestinal lesions, which varied from small mucosal 
haemorrhages of no account in the first group to advanced 
gastromalacia in the fifth. In each group details are 
given of every intracranial lesion found. As the material 
was obtained from mental hospitals it is not surprising 
that almost every variety of disease of the nervous system 


.was represented and that no conclusions could be drawn 


from the results. Of greater interest are the findings in 
1,200 routine necropsies observed at the Chief Medical 
Examiner’s Office, New York. In 60 of these advanced 
oesophagomalacia and gastromalacia were present, and 
in 30 rupture of the oesophagus or stomach had occurred. 
In 28 of the 30 cases severe intracranial lesions were 
found, the majority (15 cases) being traumatic (fracture 
of skull with subdural haemorrhage, subarachnoid 
haemorrhage, and laceration of the brain). It is suggested 
that the autonomic centres are stimulated by intracranial 
lesions, especially by those causing haemorrhage, and 
that this stimulation can produce ulceration of the 
gastro-intestinal tract. Experimental research would 
seem to be indicated along these lines. Ruby O. Stern 


1379. The Rapid Production of Acute Disseminated 
Encephalomyelitis in Rhesus Monkeys by Injection of 
Heterologous and Homologous Brain Tissue with Adjuvants 
E. A. Kapat, A. Wo Fr, and A. E. Bezer. Journal of 
Experimental Medicine [J. exp. Med.] 85, 117-129, Jan. 1, 
1947. 29 refs. 


In 1933 and 1935 Rivers and his co-workers first 
described the production in rhesus monkeys of a lesion 
resembling acute disseminated encephalomyelitis in man. 
The lesion occurred 3 to 13 months after numerous intra- 
muscular injections of emulsions and extracts of normal 
rabbit brain. These experiments and the fact that a 
somewhat similar type of lesion has sometimes been found 
in man after repeated injection of rabbit spinal cord in 
the treatment of rabies suggested that immunological 
factors might play a part in the production of demyelina- 
ting lesions. Further work on this subject has probably 
been deterred by the long course of injections necessary — 
to produce the lesions in the central nervous system. 
In an attempt to shorten this period the authors have 
made use of adjuvants found to enhance the production 
of antibodies to a variety of other antigens. They found 
that after the addition of ‘‘ aquaphor ”’, paraffin oil, and 
heat-killed tubercle bacilli to the rabbit-brain emulsion 
the first symptoms might appear as early as 17 days 
after the first injection. Three intramuscular injections 
of 1 ml. were given in two experiments, and only one of 
2 ml. in a third experiment. Eight of the nine monkeys 
which received rabbit brain developed the disease. It — 
was also found that adult monkey brain (grey or white 
matter) was capable of producing a similar result after 
the same small number of injections (three) and short 
time interval. Foetal rabbit brain and adult rabbit 
lung administered in the same manner gave negative 
results. Similar experiments in white mice and guinea- 
pigs were negative. 

As in the earlier work, the lesions found in the monkeys 
resembled those found in acute disseminated encephalo- 
myelitis and multiple sclerosis in man. However, 
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the degree of inflammation in most of the monkeys was 
greater than that usually seen in the human diseases. 
[It is mentioned that some of the acute and haemorrhagic 
lesions closely resembled those reported in the experi- 
mental production of the Arthus phenomenon in the brain 
of monkeys and rabbits.] The authors describe in 
detail the lesions found, and outline their reasons for 
supporting the hypothesis that antibody to the injected 
brain emulsion reacts with the tissues of the nervous 
systems of the animal to produce the pathological 
changes. F. O. MacCallum 


1380. Allergic Encephalomyelitis in Monkeys in Response 
to Injection of Normal Monkey Nervous Tissue 

I. M. MorGan. Journal of Experimental Medicine [J. 
exp. Med.] 85, 131-140, Jan. 1, 1947. 6 figs., 21 refs. 


In the course of a different and independent series of 
experiments on monkeys at the Johns Hopkins Uni- 
versity, Baltimore, the author has produced the same 
results as those described by Kabat ef al. in the preceding 
paper (Abstract No. 1379). She was attempting to 
enhance the immune responses of rhesus monkeys to 
poliomyelitis virus by injecting the virus in monkey 
cord in an emulsion containing a lanolin-like substance, 
paraffin oil, and heat-killed tubercle bacilli. Each 
monkey received 2 or 3 doses of 1 to 1-5 ml. of the 
emulsion. An acute disseminated encephalomyelitis 
occurred 24 to 5 weeks after the injection. The same 
picture was reproduced when the virus-containing cord 
was replaced by normal monkey cerebral white matter 
or spinal cord, but no lesions were produced by similar 
injections of suspensions of peripheral nerve or kidney 
suspension, or when saline alone was injected with 
adjuvants. Further experiments are being carried out 
to determine what component of the central nervous 
system is responsible for the reaction. 

[These two papers should stimulate renewed interest 
in the important problem of the aetiology of post- 
infective encephalomyelitis and disseminated sclerosis, 
and the authors’ findings give support to those who 
favour an antigen-antibody reaction as the causative 
factor. The possible virus aetiology has _ recently 
received support by the report of the isolation of two 
viruses from cases of acute disseminated encephalo- 
myelitis by Margulis and his colleagues in Moscow (see 
Abstracts of World Medicine, 1947, 2, 329).] 

; F. O. MacCallum 


1381. Striatal and Pyramidal Lesions in the Cat 
E. G. T. Lippe and C. G. Puiturrs. Brain [Brain] 69, 
264-279, Dec., 1946. 21 figs., 30 refs. 


Careful camera lucida diagrams of brain sections 
illustrate this further report from the Oxford University 
Physiology Laboratory of experimental lesions of the 
striate bodies in cats. It had been pointed out by critics 
that it was impossible to say for certain that damage to 
neighbouring or aberrant corticospinal fibres (a large 
percentage of which are unmyelinated and of small 
calibre and therefore might show no evidence of degenera- 
tion in preparations treated by myelin methods) had not 


caused the contralateral extensor hypertonia which had 
resulted from the circumscribed lesions of the caudate 
and lenticular nuclei inflicted in previous experiments 
by the authors. To eliminate this possibility the present 
experiments were carried out on preparations in which, 
by preliminary section at the medullary level, one or 
both pyramidal tracts had been allowed to degenerate 
completely with consequent contralateral extensor 
hypertonus. A second operation in which the lenticular 
nucleus was destroyed increased the extensor rigidity 
due to the previous pyramidal lesion. When a third 
operation producing destruction of the caudate nucleus 
was performed, the rigidity increased still further, 
It is evident that pyramidal participation can be absolutely 
excluded in these increments of postural tone. It js 
concluded that the crossed hypertonia following striatal 
lesions in cats must be the specific result of that injury 
and cannot be due to incidental damage to the cortico- 
spinal system. A. M. Stewart-Wallace 


1382. The Hypothalamus and Sleep Regulation. An 
Experimental and Morphological Study. [In English] 
S. Ranstr6m. Acta Pathologica et Microbiologica 


‘Scandinavica [Acta path. microbiol. scand.] Suppl. 70, 


1-90, 1947. 17 figs., Bibliography. 


1383. Secondary Bacillus pyocyaneus Infection in 
Meningitis following Intrathecal Penicillin Therapy 

R. C. Harris, L. BuxBAuM, and E. APPLEBAUM. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.) 
31, 1113-1120, Oct., 1946. 3 figs., 8 refs. 


The authors describe 4 cases of pneumonoccal menin- 
gitis which were treated with intrathecal penicillin. All 
developed a Pseudomonas pyocyanea meningitis. There 
were 2 deaths and 2 recoveries. Meningitis due to Ps. 
pyocyanea has occurred following lumbar puncture, spinal 
anaesthesia, and pneumoencephalogram. In a total of 
52 cases reported in the literature there.was a mortality 
rate of 58%. 

The first case in the present series was in a female, 
aged 9 months. Pneumococcus type XVIII was re- 
covered from the cerebrospinal fluid. Treatment con- 
sisted in 10,000 units of penicillin intramuscularly every 
3 hours, daily intrathecal injections of 10,000 units of 
penicillin in 10 ml. of saline, and 5 g. of sulphadiazine 
daily by mouth. After 25 days spinal fluid cultures 
continued to show pneumococci, and the dosage of 
intrathecal penicillin was increased to 20,000 units in 
bi-daily injections. After an apyrexial interval, during 
which intrathecal treatment was discontinued, the 
temperature again rose and the pneumococcus was again 
isolated. The patient was given 100,000 units of 
type XVIII anti-pneumococcus serum intravenously. 
After a further apyrexial interval the signs and symptoms 
recurred. Ps. pyocyanea was cultured from the spinal 
fluid. The patient eventually died. 

The second case was in an 83-year-old white woman. 
Pneumococcus type XIV was cultured from both spinal 
fluid and blood. Treatment consisted in 20,000 units 
of penicillin once daily intrathecally, 15,000 units 
intramuscularly every 3 hours, and sulphadiazine by 
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intravenous drip. After 15 days she became apyrexial. 
Three days later the temperature again rose and signs 
and symptoms recurred. Purulent spinal fluid was 
obtained from which Ps. pyocyanea was recovered. 
Thereafter spinal fluid was drained without injection 
of penicillin. Intramuscular injections of penicillin and 
sulphadiazine were continued, but the patient died. 

The patient in the third case was a woman of 58, and 
from her spinal fluid pneumococcus type III was cultured. 
Treatment consisted in large doses of penicillin intra- 
thecally and intramuscularly and sulphadiazine parenter- 
ally and orally. Treatment was continued for 6 days, 
after which intrathecal penicillin was discontinued 
because of general improvement and sterile spinal fluid 
cultures. Four days later the temperature rose to 102° F. 
(38-9° C.), and a cloudy spinal fluid was obtained from 
which Ps. pyocyanea was cultured. The patient left 
hospital 48 days after admission completely recovered. 

The patient in case 4 was aged 13 months, and 
pneumococcus type XVIII was cultured from the spinal 
fluid.- Treatment was initially by oral sulphadiazine and 
intramuscular penicillin; later intrathecal penicillin was 
also given. A middle-ear infection developed and 
bilateral mastoidectomy was performed, Three days 
after the last intrathecal dose of penicillin the tempera- 
ture rose and signs of meningeal irritation recurred. 
Cloudy spinal fluid was obtained, from which Ps. pyo- 
cyanea was cultured. Intramuscular injections of 
penicillin and oral sulphadiazine were continued and the 
patient recovered. 

The method of preparing and administering the 
penicillin was as follows: The penicillin was dissolved 
in 20 ml. of saline drawn from a 500 ml. “ Sterisol ” 
flak. Individually wrapped syringes and _ needles, 
which were autoclaved, were used for the original dilu- 
tion and for each intrathecal dose. The rubber stopper 
was cleaned with alcohol before the needle was inserted. 
However, the intramuscular doses given at 3-hour 
intervals were obtained by 2 ml. syringes which were 
kept in a covered jar after having been boiled. Penicillin 
for both intramuscular and intrathecal doses for all 
patients receiving the drug were withdrawn from one 
vial until it was exhausted. All the objects in the ward 
treatment room which could be a source of contamina- 
tion were cultured at the same time. The jar in which 
the syringes were kept after boiling as well as the syringes 
(barrel and plunger) ready for use in the jar, showed a 
growth of Ps. pyocyanea. The syringes, immediately 
after boiling, showed no growth. No growth of Ps. 
Pyocyanea was obtained from any other source in the 
treatment room. 

Altogether 61 vials of penicillin were cultured from all 
wards: 41 showed growth of Ps. pyocyanea. Although 
penicillin in high concentration may inhibit the active 
growth phase of either Ps. pyocyanea or Aerobacter 
aerogenes it is not bactericidal for these micro-organisms. 
It is therefore important to maintain absolutely sterile 
technique in the preparation and administration of the 
drug, particularly since penicillin shows no visual evidence 
of contamination and remains clear even at a 
concentration of 5,000 units per c.cm. 

Geoffrey McComas 


1384. The Mode of Action of Anticonvulsant Drugs on 
Electrically Induced Convulsions in the Rabbit. [In 
English] 

E. H. BARANy and E. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodyn.} 73, 1-47, Dec. 1, 1946. 2 figs., 30 refs. 


Convulsions were induced in rabbits by application of 
a 50-cycle alternating current to the external auditory 
ducts. An interval of 5 minutes between stimuli was 
found to be sufficient, although the current threshold - 
required to produce a convulsion is slightly increased for 
a period up to 1 hour following a previous convulsion. 
The threshold is dependent on the duration of the stimulus, 
and with stimuli of 0-21, 1, and 4 seconds the current 
strengths required were 58, 28, and 23 milliamperes 
respectively. The tonic phase of the seizure lasts 15 
seconds and the clonic phase 4 seconds. The drugs 
tested were phenobarbitone, phenytoin, diethylbarbituric 
acid, and bromides. All of them increase the threshold 
more with short stimuli than with long stimuli. With 
phenobarbitone (10 mg. per kilo) there is more than a 
96% increase in current threshold when the duration of 
stimulus is 0-21 second, but less than a 25% increase with 
a stimulus of 1 second’s duration. All the drugs except 
phenytoin shorten the tonic phase, leaving the clonic 
phase unaltered in duration. With phenytoin, on the 
other hand, the tonic phase is shortened and the clonic 
phase prolonged, so that the total duration of the seizure 
remains the same. The duration of the post-convulsive 
stupor is reduced by phenytoin, but not by the other 
drugs. G. A. H. Buttle 


1385. Chronic Progressive Spino-cerebello-cortical Lipo- 
dystrophy affecting Certain Arterial Supply Areas 

O. MARBURG and W. Riese. Journal of Neuropathology 
and Experimental Neurology {J. Neuropath. exp. Neurol.} 
6, 61-77, Jan., 1947. 9 figs., 28 refs. 


The case described is one of familial spino-cerebellar 
degeneration which appeared on histological grounds 
to have affinities both with amaurotic family idiocy and 
with olivo-ponto-cerebellar degeneration. The patient, 
a negro woman of 29 years, had suffered from weakness 
and ataxia of the legs almost all her life and from ataxia 
of the upper limbs and cerebellar symptoms for 6 years 
before death. The patient’s mother, two aunts, and an 
uncle suffered from a similar condition. During the 
last year of her life she became dull mentally, and on. 
admission to hospital she was semi-stuporous. She had 
at that time claw-feet with moderate muscular wasting 
in the lower limbs, especially on the left side. Examina- 
tion of the nervous system showed marked cerebellar 
atrophy affecting especially the upper part of the lateral 
lobes, with shrinkage and demyelination of the middle 
cerebellar peduncle and transverse fibres of the pons. 
Histologically there was marked sclerosis of the inferior 
olives, chiefly in the dorsal foliae, disappearance of many 
Purkinje’s cells, and marked lipoid infiltration of most of 
the neurones throughout the nervous system. Dis- 
appearance of many anterior horn cells in the lumbo- 
sacral enlargement explained the amyotrophy. There 
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was also slight degeneration in the region of the middle 
root zone in the lumbar region and in Burdach’s column 
and the region of the spino-cerebellar tracts in the upper 
thoracic region. 

[A case which appears, as this one does, to share the 
characteristics of amaurotic family idiocy, Friedreich’s 
ataxia, familial cerebellar (cerebello-olivary) degeneration, 


and olivo-ponto-cerebellar degeneration deserves a fuller: 


and clearer histological description than the authors 
have given. In the absence of this their long discussion 
of its nature is of minor value.] J. G. Greenfield 


1386. Torulosis of the Central Nervous System 

G. B. Hasstn. Journal of Neuropathology and Experi- 
mental Neurology |J. Neuropath. exp. Neurol.] 6, 44-60, 
Jan., 1947. 12 figs., 31 refs. 


The author describes two cases of infection of the 
central nervous system by Torula histolytica. In the 
first case symptoms were present for 2 years before 
death, which was due to a large localized mass of torulae 
in the cerebellum. In the second case there was an 
interval of only 2 months between the onset of the first 
symptoms and death, and torulae were found very 
widely disseminated in the brain, spinal cord, and 
meninges. No cultures were obtained from either 
cerebrospinal fluid or post-mortem tissues, but the 
organism agreed morphologically with that previously 
described in the United States, Australia, and England 
as Torula histolytica (Cryptococcus hominis). 

J. G. Greenfield 


1387. Acute Necrotic Myelitis. 
myélite nécrotique aigué) 

J. RADERMECKER. Journal Belge de Neurologie et de 
Psychiatrie [J. belge Neurol. Psychiat.) 44, 781-791, 
Dec., 1946. 11 figs., 9 refs’ 


A female patient, aged 42 years, developed an ascending 
quadriplegia about 15 days after a minor upper respiratory 
infection. Right sciatic pain appeared a week after the 
respiratory infection. This was followed by painful 
ascending paraesthesiae and later by complete flaccid 
quadriplegia with loss of reflexes. The patient died in 
hyperthermia 8 to 10 weeks after the onset of the 
respiratory infection. The cerebrospinal fluid contained 
36 cells per c.mm. and 290 mg. of protein per 100 ml. 
Queckenstedt’s test was positive. 

The necropsy was limited to the nervous system, in- 
cluding a few portions of peripheral nerves and muscles. 
The spinal cord was extremely congested and oedematous 
throughout its length and was so pulpy in the middle and 
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upper dorsal regions that it was difficult to cut properly _ 


even after hardening. This gross necrosis extended 
from the upper cervical to the mid-dorsal region. The 
brain stem was congested, but to the naked eye the brain 
appeared normal. Histological examination showed an 
almost complete necrosis of the cord from the upper 
cervical to the eighth dorsal segments, extending down- 
wards to LS and SI in the posterior columns. Acute 
cellular lesions were also found in the olives, the reticular 
nuclei of the bulb and the dentate nuclei, the globus 
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pallidus, and, to a lesser degree, the putamen and cerebral 
cortex, particularly the Betz cells. The cells showed vary- 
ing degrees of swelling, chromatolysis, and vacuolation, 
with neuronophagia and proliferation of macroglia and 
microglia. Cellular lesions were seen in the spinal 
ganglia, but the peripheral nerves were normal. There 
was an absence of intimal and medial vascular thickening 
and of focal areas of demyelination, and therefore the 
case does not conform to the picture described by Foix 
and Alajouanine (Rev. Neuroal., 1926, 46, 1) or by van 
Bogaert, Ley, and Brandes (Rev. Neurol., 1930, 54, 1). 
The changes in the brain, brain stem, and lumbo-sacral 
cord are regarded as secondary effects and not as due to 
the agent responsible for the gross necrotic lesion in the 
cervical and dorsal cord. 

[The histological picture in this case appears to be 
distinct from that of the myélites nécrotiques aigués et 
subaigués previously described in the French literature, 
but the condition is rare, and in the present state of our 
knowledge accurate classification is impossible.] 

J. MacD. Holmes 
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1388. : Psychological Aspects of Spinal Injury. (Die 
Psyche von Riickenmarksquerschnittsverletzten) 

W. ScHuULTE. Nervenarzt [Nervenarzt] 1, 28-34, Jan., 
1947. 


Attention is drawn to the mood and attitude of 
paraplegics, characterized by failure to appreciate the 
extent of their disability, with euphoria, passivity, and 
apathy. As relevant factors the following are discussed: 
(1) sepsis, (2) auto-intoxication from protein destruction, 
(3) accumulation of intestinal toxins, (4) anaemia, 
(5) alteration of the body image, (6) anosognosia and 
phantom limb phenomena, (7) loss of sexual sensation, 
(8) incidental cerebral injury, (9) ascending spinal and 
bulbar oedema, (10) the passive dependent reaction of 
all wounded men, (11) the painlessness of the condition 
(bedsores and urinary infection), (12) refusal to face the 
facts, (13) active self-mastery, and (14) pre-existing 
personality. The importance of a proper psychological 
approach to these patients is stressed. 

Elliott Emanuel 


1389. Autonomic Interrelations with the Somatic Nervous 
System 

M. A. KENNARD. Psychosomatic Medicine [Psychosom. 
Med.] 9, 29-36, Jan.—Feb., 1947. 2 figs., 28 refs. 


This paper assembles some of the data showing the 
influence of affective changes on striated muscle, and 
describes the location within the nervous system of the 
various organizations concerned. The author outlines 
briefly the anatomical and physiological evidence of 
autonomic interconnection with striated musculature at 
the various “ levels ” of the nervous system—peripheral 
nerves, spinal cord, cerebellum, diencephalon, extra- 
pyramidal system, and cortex. 

Emotions produce responses in the autonomic and 
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somatic nervous systems, chiefly through integration 
within regions containing the extrapyramidal representa- 
tion in the forebrain: (a) in that part of the frontal lobe 
containing both cortico-autonomic and extrapyramidal 
motor representation; (5) in the basal ganglionic nuclei 
directly connected with these regions of the cortex; 
(c) at the level of the hypothalamus, the motor centre 
for autonomic effectors, which is anatomically connected 
with all of these forebrain structures. The somatic 
motor system reacts as a whole to emotional stimuli by 
means of this organization. ~ J. MacD. Holmes 


1390. The Electroencephalogram and Personality 
Organization in the Obsessive-compulsive Reactions 

F. V. ROCKWELL and D. J. Simons. Archives of Neuro- 
logy and Psychiatry (Arch. Neurol. Psychiat., Chicago] 57, 
71-77, Jan., 1947. 4 refs. 


Twenty-four patients with obsessive-compulsive symp- 
toms were examined. The records were classified 
according to the criteria of Gibbs, Gibbs, and Lennox. 
Thirteen of the patients had abnormal electro-encephalo- 
grams, but there did not appear to be any correlation 
with any special type of disorder. There was a good 
correlation with disturbances of the underlying person- 
ality organization, since all patients with psychopathic 
personalities had abnormal records. Ten of the 11 
well-organized persons had normal records. The 
principal abnormality was the presence of waves at 
3 to 7 per second (theta rhythm). [The identical 
findings of earlier workers in this field are not referred to.] 

W. Grey Walter 


1391. The ** Shock Therapies ” at the Ontario Hospital, 
London 
J. J. GEOGHEGAN. Canadian Medical Association 
Journal (Canad. med. Ass. J.| 56, 15-24, Jan., 1947. 
7 refs. 


This article gives the results of, and conclusions based 
on, the treatment of 469 patients by various forms of 
shock therapy from November, 1944, to October, 1945. 
Early and intensive shock treatment was given to most 
patients admitted to hospital with psychogenic disorders, 
provided that no absolute contraindication was found on 
physical exarnination. To carry out this programme a 
shock clinic under the full-time supervision of one 
physician was organized with the following objectives: 
(1) to give shock treatment to all recent and suitable 
patients admitted to hospital as soon as possible; (2) to 
give shock treatment at regular intervals to patients with 
long-standing mental disorder, who presented a major 
nursing problem; (3) to provide prophylactic treatment 
for patients with recurrent attacks of affective mental 
disease either in hospital or on home visits. 

In a group of 255 patients recently admitted suffering 
from manic-depressive psychosis, involutional melan- 
cholia, schizophrenia, paranoid states, and certain types 
of psychoneurosis treated intensively with electric shock 
and/or insulin, 146 recoveries are recorded. The best 
recovery rate was in the manic-depressive group—74 out 

M—2E ‘ 


of 95 cases. A miscellaneous group of 214 long-standing 
cases and patients with arteriosclerotic psychoses were- 
treated with electric shock, “‘ metrazol”’, and insulin 
insufficient to produce coma. Although the recovery 
rate was very low in this group the clinical improvement 
in many cases is considered to justify shock therapy. 

After a trial period of 6 months the use of curare was 
limited to young heavily muscled male patients and to 
cases where it was thought necessary to “ soften” the 
shock for various reasons, as in spinal disease. Sodium 
“ amytal ’’ was given in doses varying from gr. 3 to 12 
(0:2 to 0-8 g.) to all apprehensive patients. Insulin 
was used in hypoglycaemic doses as a sedative in con- 
junction with electric shock therapy. It was found that, 
when electric shock therapy had been given over a long 
period, resistance developed and it was often impossible 
td induce a convulsion. Amphetamine sulphate in 
10-mg. doses 1 hour before treatment was found to be 
very effective in eliminating this resistance. 

The author concludes that early shock therapy carried 
out intensively is a valuable and economical method of 
treatment in many types of mental illness. Electric 
shock is the method of choice; its dangers are minimal 
and it may be used to induce symptomatic improvement 
even in long-standing cases of mental disease; and in 
properly selected cases in the presence of cardiovascular 
disease. “Curare was not found to be of sufficient value 
to be used as a routine. There was no significant 
decrease in the number of fractures when curare was used: 

J. MacD. Holmes 


1392. Observations on the Use of a Phonograph Record of 
Battle Sounds Employed in Conjunction with Pentothal 
in the Treatment of 14 Cases of Severe Conversion 
Hysteria Caused by Combat 

W. H. Kupper. Journal of Nervous and Mental Disease 
[J. nerv. Ment. Dis.] 105, 56-60, Jan., 1947. 


In the modern form of treatment of war neurosis by 
abreaction the patient is induced to re-live battle 
experiences under narcosis with “‘ pentothal sodium ”’. 
The psychiatrist revives these experiences by instructing 
the patient to imagine battle scenes or by describing such 
scenes with histrionic effects. The author claims that 
gramophone records of the noise of battle assist the 
treatment, and cites 14 cases in illustration of his 
technique. D. Russell Davis 


1393. Preliminary Test of Intelligence. A Brief Test of 
Adult Intelligence Designed for Psychiatric Examiners — 
M. Ketter, I. L. Cuttp, and F. C. REDLICH. American 
Journal of Psychiatry [Amer. J. Psychiat.] 103, 785-792, 
May, 1947. 8 refs. 


1394. Effect of Insulin Hypoglycemia and Glucose on - 
Various Amino Acids in Blood of Mental Patients 

M. M. Harris and R. S. Harris. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. N.Y.] 64, 471-476, April, 1947. 23 refs. 
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Infectious Diseases 


POLIOMYELITIS 


1395. Epidemic Poliomyelitis. Some Pathologic Ob- 
servations on Human Material. 

J. A. LuHAN. Archives of Pathology [Arch. Path.] 42, 
245-260, Sept., 1946. 19 figs., 9 refs. 


A detailed histological study of the central nervous 
system was made in 13 fatal cases from the 1943 Chicago 
epidemic of poliomyelitis. Duration of illness was 3 to 
21 days, the mean being 6 days; clinically all cases showed 
evidence of bulbar involvement. Slight or moderate 
cerebral oedema was found in 12 cases. Blocks of tissue 
were examined histologically from eleven representative 
areas in the cerebral cortex; the typical changes were 
confined to the motor cortex in all but 1 case, this 
agreeing with findings of other workers. The olfactory 
bulbs and tracts were available for examination in only 
5 cases; all were normal. Sections of medulla oblongata 
and cervical cord showed the inflammatory reaction to 
be more intense here than elsewhere; a table i§ given in 
which numerical estimates have been made of the intensity 
of the reaction in 14 different sites in the central nervous 
system. In 5 cases of 9 in which sufficient material was 
available to permit the comparison the most recent 
process (as evidenced by the large number of poly- 
morphonuclear leucocytes present) was found in the 
lumbar, sacral, and lumbo-sacral segments. From a 
consideration of the clinical features and histological 
findings the author classifies his cases into 9 primary 
“bulbar” types, 3 primary spinal types, and 1 
indeterminate. W. S. Killpack 


1396. The Elimination of Poliomyelitis Virus from the 
Human Mouth or Nose ,; 

R. Warp and B. Watters. Bulletin of the Johns 
Hopkins Hospital (Bull. Johns Hopk. Hosp.] 80, 98-106, 
Jan., 1947. 26 refs. 


A brief account is given of experiments designed to 
show whether poliomyelitis virus is expelled from the 
mouth of infected individuals under natural conditions. 
Sterile cloth masks were tied over the patient’s nose and 
mouth for half an hour, during which time he was 
induced to talk, cough, and expectorate into the mask. 
The damp central portion was then cut out, shredded 
with scissors, and extracted in a mortar with 8 ml. of 
sterile 0-0001 N. sodium carbonate solution at pH 8-0. 
The fluid expressed was centrifuged at 4,000 r.p.m. for 
half an hour, and the supernatant was shaken with 
15 ml. of anaesthetic ether and stored overnight at 
3° C. Following the removal of the ether, the pH was 
adjusted to about 4-0 with 2% acetic acid and the 
material inoculated intracerebrally into 2 monkeys. This 
inoculation was repeated after 1 to 2 weeks if no sign of: 
illness developed. A second extract was prepared from 
the mask residue with a further 8 ml. of sodium carbonate 


solution, and added to the sediment from the first 
centrifugation. This mixture was given intranasally to 
the same monkeys on 2 successive days. Nasal and 
pharyngeal swabs were also taken and extracted in a 
similar manner with 2 ml. of the alkaline solution, one 
monkey being inoculated for each nose and throat swab. 
The diagnosis of poliomyelitis in the monkeys was 
based on exhibitions of weakness or paralysis of one or 
more limbs, and confirmed by the finding of characteristic 
histological lesions in the central nervous system. 
Nineteen patients, 8 of whom exhibited weakness or 
paralysis at some time, and 11 of whom had an illness 
compatible with a diagnosis of non-paralytic poliomye- 
litis, were examined in this way, material being obtained 
on the second to the fourth day of illness. Virus was 
detected in the masks of 2 of the patients (both paralytic) 
and, of these 2, from the nasal swabs of one and the 
pharyngeal swabs of the other. Virus was isolated from 
the pharyngeal swabs alone in 5 additional patients. 
The authors discuss the possible epidemiological implica- 
tions of these findings and conclude that their signi- 
ficance is yet to be determined. A. Henderson-Begg 


1397. Intocostrin in the Treatment of Acute Anterior 
Poliomyelitis 

N.S. RANsoHorr. New York State Journal of Medicine 
[N.Y. St. J. Med.] 47, 151-153, Jan. 15, 1947. 


This is a second preliminary communication, reporting 
beneficial results in 29 cases of acute anterior polio- 
myelitis from the use of “ intocostrin” (curare) and 
physiotherapy. For the first 24 hours the dose was 0-9 
unit per kilo of body weight every 8 hours. This was in- 
creased to 1-5 units per kilo every 8 hours when no 
adverse reaction occurred. The intocostrin reduces 
muscle spasm, action potentials, and pain in the muscles 
of patients with poliomyelitis. Exercises are usually 
started within 24 hours of admission to hospital, and no 
attempt is made to avoid fatigue. The results have been 
good, very good, or excellent in 27 patients, but one 
fatality was recorded. Noah Morris 


1398. Curare in the Treatment of Poliomyelitis 

R. L. Ricwarps, E. C. Evkins, and K. B. Corsin. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.] 22, 31-38, Jan. 22, 1947. 2 figs., 
7 refs. 


The authors refer to the “ tightness’ which occurs 
during the early stages of convalescence in muscles 
damaged by poliomyelitis, especially in the hamstrings 
and muscles of the back. Whether this “ tightness” 
results from changes in the muscles, from pain, or from 
central causes remains uncertain, but it is essentially 
different from spasticity which is due to disturbed func- 
tion of the pyramidal system. Failure to appreciate 
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this difference has been responsible for some confusion 
of thought in recent contributions to the treatment of 
the disorder. In order to re-examine the claims made by 
Ransohoff that the administration of curare in the early 
stages of poliomyelitis had a dramatic effect in reducing 
this muscular stiffness the authors treated 18 cases of 


. acute poliomyelitis with curare (“‘ intocostrin ”’), either 


by intravenous or intramuscular injection, with and 
without pentothal sodium. They were unable to confirm 
that the administration of curare affected any aspect of 
the course of the disease. No harmful results were 
observed. . J. St. C. Elkington 


See also Section Public Health, Abstract 1075. 


INFECTIVE HEPATITIS 


1399. Ascites Following Infective Hepatitis. A Case 
Treated with Concentrated Plasma 

G. R. FEARNLEY. Lancet [Lancet] 1, 137-139, Jan. 25, 
1947. 2 figs., 3 refs. 


The author describes a case of ascites which was 
attributed to subacute hepatic necrosis and thought to 
be a sequel to infective hepatitis some 5 years previously. 
The patient was a serving soldier aged 21 who was ad- 
mitted to hospital because of ascites. He gave a history 
of jaundice lasting 5 weeks at the age of 16, and had been 
free from symptoms during the intervening period. Apart 
from the gross abdominal distension the only physical 
sign was oedema of the ankles. Investigations revealed 
a normal blood picture, blood urea, and hippuric acid 
liver function test. He had albuminuria and a slight 
rise in the icterus index; the total proteins-were 5-9 g. 
per 100 ml. [It is-unfortunate that throughout the article 
only one mention is made of differential protein analysis. 
The lowering of the albumin fraction is usually considered 
to be one of the factors concerned in the production of 
ascites, and inclusion of the results of such investigation 
would have been of added value to this report.] While 
under observation four abdominal paracenteses yielded 
87 pints (49-5 1.) of fluid. He was treated with twice- 
concentrated plasma, first at weekly and later at monthly 
intervals. He was also placed on a high-protein and 
restricted-fluid diet. Following this paracenteses were 
required less frequently and his urinary output improved. 
The serum protein rose to 7 g. per 100 ml., and he re- 
mained well for 24 months. At the end of this period he 
noticed that his abdomen had become distended, and he 
was readmitted to hospital. His plasma proteins were 
6-8 g. per 100 ml. and he appeared more jaundiced. 
Seven days later he developed a melaena with two large 
haematemeses, which continued in spite of treatment 
until he died, 9 days after his final admission to hospital. 
Post-mortem examination revealed gross ascites and the 
macroscopic and microscopical changes of subacute 
necrosis of the liver. The author comments on the 
value of plasma transfusion in reducing the ascites. 

{It is a pity the author has disregarded the American 
literature on this subject, in particular that of B. Lucké 
(Amer. J. Path., 1944, 20, 471) who discusses many of 
the points which he has raised.] _ E. M. Darmady 


. M—2e* 


1400. Further Notes on the Pathology of Acute Epidemic 
Hepatitis and Homologous Serum Jaundice 

D. A. Woop and M. B. BLack. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 16, 746-751, 
Dec., 1946. 9 refs. 


The pathology was studied at necropsy in 8 patients 
dying from 2 to 10 days after the onset of hepatitis, most 
of the cases being of homologous serum jaundice. On 
the second day of jaundice the liver cells were swollen 
and detached. Inflammatory infiltration followed. 
Patients dying on the seventh day showed mid-lobular 
necrosis. A case is reported of a child, aged 34 months, 
who died on the eighth day of what was thought to be 
homologous serum jaundice following transfusion after 
birth for a suspected mild erythroblastosis. The liver 
showed diffuse subtotal necrosis and autolysis of liver 
cells infiltrating the stroma. M. Le Vay 


See also Section Public Health, Abstract 1071. 


OTHER VIRUS INFECTIONS 


1401. Studies on the Toxicity of Influenza Viruses. 
I. The Effect of Intracerebral Injection of Influenza 
Viruses. II. The Effect of Intraabdominal and Intra- 
venous Injection of Influenza Viruses 

W. HENLE and G. HENLE. Journal of Experimental 
Medicine [J. exp. Med.] 84, 623-637 and 639-660, 
Dec. 1, 1946. 4 figs., 35 refs. 


The intracerebral inoculation of mice with influenza 
viruses, both A and B and the virus of swine influenza, 
produced convulsions within 24 to 72 hours, usually 
followed by death. There was destruction of the 
ependyma of affected brains with but little change in the 
parenchyma or meninges. This effect was produced by 
all strains of virus tested, both in infected allantoic fluid 
and in mouse lung. Some preparations could be diluted 
up to eight times; others produced convulsions only 
when concentrated. Four different strains of mice, and 
also rats, guinea-pigs, and hamsters, proved susceptible. 
The effect appeared to be toxic and specifically due to 
influenza virus. The virus failed to multiply in the brain; 
brain-to-brain passage failed. Virus preparations having 
the highest infectivity and haemagglutination titre were 
the most toxic. 

When similar preparations of influenza virus were 
injected intraperitoneally or intravenously into mice, 
death occurred within 8 to 9 hours, with necrosis of the 
liver and congestion and necrosis of the spleen. Some 
strains of virus produced haemorrhages into the ali- 
mentary tract and pleural exudates. Jaundice was 
sometimes noted in mice surviving 4 to 8 days. Rabbits, 
rats, and guinea-pigs were equally susceptible. These 
effects also appeared to be toxic and independent of 
actual multiplication of virus. With some strains, 
however, the virus multiplied in the lung and mice died 


‘about the sixth day with influenzal pneumonia. The 


toxic agent was sedimented with the virus particle on 
centrifugation and could be adsorbed to and eluted from 
chick erythrocytes. Toxicity was less affected by in- 
activating agents, such as formalin and _ ultraviolet 
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radiation, than was infectivity. The toxic agent was 
neutralized by immune sera, the reaction being type- 
specific and, to a lesser extent, strain-specific. Mice 
could be protected by vaccination. 

In man and experimental animals influenza virus 
multiplies only in the cells of the respiratory tract. The 
findings suggest that systemic symptoms of the disease 
may be due to an endotoxin. Variation in the toxicity 
of different strains of virus may explain differences in 
the severity of epidemics. D. G. ff. Edward 


1402. The Diagnosis of Rabies by Intracerebral Penicillin 
Inoculation. (Application de la pénicilline au diagnostic 
de la rage par inoculation intracérébrale) 

P. Lepine, C. ViALA, and V. SauTrer. Annales de 
U'Institut Pasteur [Ann. Inst. Pasteur] 73, 82-83, Jan., 
1947. 


The diagnosis of rabies by inoculation into laboratory 
animals is often very difficult, because of the contamina- 
tion or putrefaction of the material sent in for examina- 
tion. The animals suspected of being infected are killed 
without aseptic precaution, and the specimens received 
may even have been buried for several days. The classi- 
cal test is by intracerebral inoculation of .the suspected 
material and not by intramuscular injection into the 
occipital region, as is frequently done. 

The authors have used penicillin in testing contaminated 
material, because of its bactericidal action and its 
inactivity against the rabies virus. An emulsion with 
distilled water is prepared from the brain to be examined. 
To 0-5 ml. fluid the same amount of solution is added, 
containing 8,000 to 10,000 units of penicillin, and the 
mixture injected at once intracerebrally; the incubation 
period of rabies is not modified. Intramuscular injection 
is not successful. 

A case is described in which the brain of a donkey 
bitten by a rabid dog was sent for examination to the 
Pasteur Institut in Paris from Corsica. The brain was 
in a state of putrefaction, and bacteriological examina- 
tion revealed a heavy aerobic and anaerobic growth. 
Anti-rabies inoculation had killed the animal within 
24 hours. The brain was treated as described above, 
and the mixture left in the refrigerator for half an hour 
and then injected intracerebrally into 2 rabbits and 
intramuscularly into 3 guinea-pigs. The rabbits pre- 
sented the symptoms of rabies in 16 days’ time and died 
on the eighteenth day. Microscopy showed the typical 
lesions of rabies. The 3 guinea-pigs survived. 

E. Forrai 


RICKETTSIAL INFECTIONS 


1403. The Effect of para-Aminobenzoic Acid in Rickett- 
sial Diseases 

N. A. TieRNEY. Southern Medical Journal [Sth. med. J.] 
40, 81-83, Jan., 1947. 6 refs. 


Sulphonamides have an unfavourable effect on mice 
infected with murine typhus, but para-aminobenzoic 
acid (“ PABA ’”’) has a distinctly good effect. PABA 
was therefore tried out on clinical cases of louse-borne, 


and later scrub, typhus. Thirty-four patients with 
scrub typhus were observed in the Far East. Alternate 
patients were given PABA, an initial dose of 8 g. 
(neutralized) being followed by a dose of 2 g. every 
2 hours; the doses were then adjusted to keep the amount 
of PABA in the blood at between 30 and 60 mg. per 
100 ml. The drug seemed to have a favourable effect 
on the toxic symptoms and on the fever. There were 
14 cases of severe bronchitis among the 16 control 
patients, while among the 18 patients given PABA 
there were 4 who developed a mild bronchitis. In the 
control group, 7 patients became gravely ill and 3 died; 
in the PABA group, 1 became gravely ill, but none 
died. Granulocytopenia developed in 4 of the treated 
cases, but the white cells increased within 4 to 5 days 
of stopping administration of PABA. 
S. J. Cowell 


1404. Para-Aminobenzoic Acid Treatment of Rocky 
Mountain Spotted Fever 

L. B. Fiinn, J. W. Howarp, C. W. Topp, and E. G. 
Scott. Journal of the American Medical Association 
[J. Amer. med. Ass.} 132, 911-915, Dec. 14, 1946. 5 figs., 
15 refs. 


Ten cases of Rocky Mountain spotted fever were 
treated with para-aminobenzoic acid. Twenty-one 
histories from previous cases in the same area (Wilming- 
ton, Delaware) were analysed by way of control. In 
these latter cases the total mortality rate was 24%. Six 
patients were over 40 years of age, and 3 of them died, 
while of the 15 patients under 40 years old 2 died. In 
the series treated with para-aminobenzoic acid, 9 patients 
were under 40 years of age. These all recovered. The 
average duration of fever was 10-5 days, as compared 
with 17-5 days in the case of 13 control patients under 
40 years of age who recovered without para-amino- 
benzoic acid treatment. Also, the symptoms disappeared 
more rapidly than in the untreated cases, the temperature 
dropping to normal 2 to 4 days after treatment was 
begun. The effect of para-aminobenzoic acid thus appears 
to be practically specific. 

Experiments were carried out to determine the best 
method of administration of the drug. Three modes of 
administration were used: (1) orally in aqueous sodium 
bicarbonate; (2) as 0-5-g. tablets of the sodium salt; 
and (3) intravenously as the sodium salt. In each case 
3 g. was given, the experiments being carried out on 
8 volunteers. By any of these methods it was found that 
4 hours after administration practically all of the drug 
had disappeared from the blood; 70 to 80% could be 
recovered from the urine. The steadiest and most 
prolonged blood levels were obtained when the drug was 
given orally in tablet form. It is suggested that parenteral 
therapy (by continuous intramuscular drip) should be 
reserved for cases where oral administration is impractic- 
able, a 25% solution of sodium para-aminobenzoic acid 
being used. The solution is sterilized by Seitz filtration, 
the pH being adjusted to approximately 7 by the addition 
of small amounts of crystalline para-aminobenzoic acid 
before filtration. The duration of treatment and the 
fluid balance are important in para-aminobenzoic acid 
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therapy. If treatment is discontinued too early a re- 
crudescence may occur. It appears that the optimum 
blood level of the drug is from 30 to 60 mg. per 100 ml., 
and that this should be maintained during the febrile 
period. The drug should be given 2-hourly, the actual 
dose depending on the blood level obtained. About 20 
or 30 g. would seem to be an average daily dose. 

The urinary output has a marked effect on the blood 
level of para-aminobenzoic acid. Thus in 1 case with 
daily doses of 36 to 54 g. the blood level ranged between 
12 and 5 mg. till the urinary output was reduced from 
1,300 ml. to 500 ml., when the level promptly rose to 
39 mg. The blood levels were estimated by Bratton and 
Marshall’s sulphonamide procedure (J. biol. Chem., 
1939, 128, 537) as modified by Eckert (ibid., 1943, 148, 
197). The 1 fatal case in this series was in a patient 
aged 67 who had long-standing cardiovascular and renal 
disease. R. B. Lucas 


TUBERCULOSIS 


1405. Studies in Chemotherapy of Tuberculosis including 
Use of Streptomycin 

W.H. FELDMAN. Transactions and Studies of the College 
of Physicians of Philadelphia [Trans. Stud. Coll. Phys. 
Phila.| 14, 81-97, Dec., 1946. 3 figs., 22 refs. 


The announcement of a new therapeutic agent for the 
treatment of tuberculosis arouses feelings of hope but, 
at the same time, of caution and even suspicion, for in 
the past there have been so many disappointments that 
it is only after the most searching tests that a substance 
will be accepted as of value in combating this disease. 
In the Alvarenga Prize Lecture No. VI Feldman gives 
an indication of the careful observations and experiments 
by which he and his co-workers have approached the 
problem of streptomycin as a therapeutic agent in 
tuberculosis. 

After briefly referring to previous work on chemo- 
therapeutic agents he considers “a few of the basic 
factors that must be recognized if the experimentalist is 
to approach the problem of chemotherapy of tuberculosis 
with understanding”. Among the factors he mentions 
he lays stress on the character of the lesion under treat- 
ment and the permeability of the morbid tissue of the 
lesion. If the therapeutic agent can hold in check the 
spread of the lesion for an adequate period, the natural 
resistance will be given a chance to control the disease. 
It is, therefore, not necessary for the agent to be bacteri- 
cidal but merely bacteriostatic. The animal experiments 
described seem to demonstrate that streptomycin fulfils 
this need. 

Four characteristics are essential before a drug can be 
considered of value in the treatment of tuberculosis. 
The drug should: (1) be well tolerated and not produce 
serious or irreversible physiological derangements; 
(2) reverse the active morbid process of inoculation 


’ tuberculosis; (3) eliminate or render avirulent the tubercle 


bacilli from organs of predilection; and (4) produce the 
desired results within a reasonable period of treatment. 
The last condition is stressed because of the loss of 
Sensitivity of tubercle bacilli to certain drugs. From the 


animal experiments quoted it appears that under certain 
conditions tubercle bacilli do acquire a definite resistance 
to the effects of streptomycin. 

Seven experiments demonstrating the effect of strepto- 
mycin on tuberculous guinea-pigs are described in detail; 
it is concluded that under the conditions imposed the 
drug is “effective in resolving or suppressing estab- 
lished experimental tuberculosis in guinea-pigs”. It 
seemed to exert a suppressive rather than a sterilizing 
effect, but was able to reverse the potentially lethal 
course of inoculation tuberculosis in guinea-pigs. No 
evidence of the development by the tubercle bacillus of 
resistance to streptomycin was observed in guinea-pigs, 
but when the drug was used in man there was indication 
that the bacilli acquired a definite resistance. A short 
summary is given of 100 carefully selected cases of various 
forms of tuberculosis in man treated with streptomycin, 
the dose being from 1 to 4 g. daily for periods varying 
from 5 days to many months. All the patients were 
unsuitable for any other form of treatment and all had 
actively progressive disease. Even so, it is to be noted 
that at the necropsies on the fatal cases there were signs 
of: contraction of the lesions, disappearance of epithe- 
lioid elements, reduction or absence of caseation, 
fibrosis and hyalinization, and encapsulation of foci in 
the lungs, liver, and meninges. 

The author warns against over-optimism with regard 
to streptomycin but is enthusiastic about the future 
possibilities for new and more potent antibiotics, for he 
claims that the streptomycin experiments definitely show 
that tuberculosis is vulnerable to a chemotherapeutic 
attack and, “although neither streptomycin nor any 
other known substances that have proved effective in 
experimental animals can fully qualify as the long- 
awaited curative drug, the work that has been done is a 
step in the right direction’. At present conventional 
forms of treatment should not be abandoned or delayed 
in favour of any drug that has been inadequately tested 
and has been the subject of premature enthusiasm. 

Frederick Heaf 


1406. The Intracutaneous Injection of Vole Tubercle 
Bacilli in Tuberculous Persons 

C. CAMERON and I. A. Purpie. Tubercle [Tubercle] 27, 
195-201, Dec., 1946. 3 figs., 4 refs. 


The vole tubercle bacillus was shown by Wells and 
Brooke (Brit. J. exp. Path., 1940, 21, 104) to be slightly 
pathogenic to guinea-pigs and to afford protection 
against later infection with mammalian bacilli. Griffith 
and Dalling (J. Hyg. Camb., 1940, 40, 673) obtained 
similar results with calves. Birkhaug (Amer. Rev. 
Tuberc., 1946, 53, 411) achieved results with the Vole 
bacillus in immunizing guinea-pigs comparable to those 
obtained with B.C.G. The authors have taken the matter 
a step further by testing human subjects known to be 
infected with intracutaneous injections of vole tubercle 
bacilli, living and dead, and in varying doses. They 
used a 2-months-old subculture of the organism received 
from Wells and grown on Dorset’s egg medium without 
glycerin. The growth was removed, desiccated, and 
suspended in sterile double-distilled water without 
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preservative. Suspensions were prepared on the evening 
before use and kept in the refrigerator; 0-01 mg. by 
dry weight of vole tubercle bacilli was suspended first 
in 0-5 ml. and later in 0-2 ml. 

Five experiments were made. (1) Sixteen advanced 
sputum-positive tuberculous patients aged 16 to 55 years 
were Mantoux-tested (1 : 1,000). A few days later the 
intracutaneous test with 0-01 mg. living vole tubercle 
bacilli was performed. Reactions increased in size up 
to 7 to 10 days and persisted for 6 weeks. In 11 a pustule 
formed and progressed to an ulcer, but without constitu- 
tional disturbance or glandular enlargement. The 
intensity of the reaction paralleled the Mantoux test. 
(2) Heat-killed bacilli were injected into 32 patients, who 
also had living bacilli and positive Mantoux reactions. 
Results showed the same relation to the Mantoux test, 
and all except three gave bigger reactions with living 
than with dead vole bacilli. (3) Each of 9 patients was 
given 0-00001 mg., 0-0001 mg., and 0-001 mg. of living 
bacilli. With one exception the reaction increased with 
the dose. (4) This was true in 6 patierts each given 
0-001, 0-01, and 0-1 mg. of living bacilli, and even with 
the biggest dose there was neither constitutional distur- 
bance nor lymph node enlargement. (5) Six patients 
were given 0-1 mg. of living vole bacilli heated to 65° C. 
and to 100°C. The largest reactions were with living 
bacilli, but there was no difference between those given 
by the two varieties of heated ones. In one Mantoux- 
negative case of psoas abscess the vole test was positive 
and the Mantoux test later became positive. 

The authors conclude that antigenically the vole 
bacillus resembles human and bovine bacilli. The close 
correspondence between vole and Mantoux tests and 
between reactions with living and dead vole bacilli proves 
the allergic nature of the test, although the organism was 
found living in the local lesion in some cases. If the vole 
bacillus has the same low pathogenicity for men as it has 
for the rabbit, calf, and guinea-pig, its fixity of type gives 
it an obvious advantage over B.C:G. for immunization 
in the human subject. A. White Franklin 


1407. Pneumoperitoneum in the Treatment of Pulmonary 
Tuberculosis 

R. Y. Keers, B. G. RIGDEN, and P. STEEN. Edinburgh 
Medical Journal (Edinb. med. J.| 54, 30-35, Jan., 1947. 
12 figs., 11 refs. 


Pneumoperitoneum was used by the authors in treat- 
ing 35 cases of pulmonary tuberculosis at Tor-na-Dee 
Sanatorium, Aberdeenshire. The chief indications for 
this accepted method of treatment are given by Fowler 
as: (1) advanced cases in which no other procedure is 
applicable; (2) cases where adhesive pleuritis prevents 
the use of artificial pneumothorax or thoracoplasty; 
(3) cases with mainly basal lesions; and (4) enhancing 
the effect of paralysing the diaphragm. The authors 
admit that their object has often been a limited one— 
for example, in bilateral lung disease to control the 
contralateral lung before thoracoplasty; and _ their 
criterion of success or failure has depended on this. 
Cases have been grouped according to the indications 
and to the extent of pulmonary involvement. In the 


DISEASES 


authors’ Table I the largest group contains cases in 
which pneumoperitoneum and phrenic paralysis were the 
sole measures used (15 cases; almost equal number of 
successes and failures). In 11 cases pneumoperitoneum 


preceded major surgery; most of these gave good results, 


In 7 cases it supplemented a partially effective artificial 
pneumothorax (in both cases of far advanced disease it 
failed). Another table supports the view that lower- 
zone lesions respond better to pneumoperitoneum than 
those in other situations; all 5 cases were successful. 

The authors advise the induction of pneumoperitoneum 
a few days after phrenic paralysis, and choose a position 
above and to the left of the umbilicus. A stout needle 
should be used with local analgesia on the first occasion, 
after which a fine needle without analgesia is sufficient; 
700 ml. of air is introduced initially, followed by 800 to 
1,000 ml. at roughly weekly intervals, according to the 
radiological appearances. Perforation of the bowel is 
rare and less likely to produce complications than intro- 
duction of air into the abdominal wall—a complication 
recognized by the sharp rise in manometric pressure soon 
after starting. 

Six cases are reported briefly, and radiographs are 
reproduced. In discussing their 35 cases the authors 
emphasize that on only one occasion was pneu- 
moperitoneum carried out without accompanying 
phrenic paralysis; the indications for the two procedures 
should, therefore, be the same. Most striking was the 
success in the 5 cases where it was used as a preparation 
for thoracoplasty—pneumothorax being contraindicated. 
The duration of the pneumoperitoneum has varied from 
6 months to over 2 years. T. E. C. Early 


1408. Roentgen Treatment of Tuberculous Infected 


Guinea-pigs. A Morphological Study. [In English] 

R. STEINERT and J. CAMMERMEYER. Acta Radiologica 
[Acta radiol., Stockh.] 27, 573-584, Dec. 20, 1946. 9 figs., 
32 refs. 


The findings in the present experiments are in accord- 
ance with the observation by Ford (Radiology, 1927, 
9, 235) that the roentgen rays under the conditions 
examined have no influence whatsoever on the develor- 
ment of the tuberculous process. This conclusion, 
based on morphological studies, is confirmed by the 
clinical findings, to be reported in a paper by Steinert.— 
[Authors’ summary.] 


1409. Tuberculosis Mortality Rate in Finland during the 
War Years. (Tuberkulosdédligheten i Finland under 
krigsaren) 

O. Wasz-H6cKkerRT. Nordisk Medicin (Nord. Med.] 32, 
2276-2279, Oct. 4, 1946. 1 fig. — 


Between 1936 and 1939 the annual death-rate figures 
for tuberculosis in Finland were 22-1, 20, 19-9, and 19-7 
per 10,000. For the war period, 1940-4, the figures 
were 21-2, 19-6, 22, 19-3, and 19-3. Mortality was higher 
in men, ranging from 108 to 123% higher in 1936-9 up 
to 130 to 143% from 1940 to 1944. The increased 
mortality during the war years was particularly marked 
in men between 15 and 50 years of age, with a rise of 11%, 
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and was actually greater than was apparent from these 
figures, since tuberculosis morbidity had been steadily 
declining in Finland in the years before the war. When 
the figures are adjusted to include the abolition of the 
expected fall brought about by the war, the real increase 
of mortality is estimated at 11%. D. J. Bauer 


See Section Public Health, Abstracts 1068, 1069, 1070. 
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1410. Penicillin in the Treatment of Diphtheria. A 
Preliminary Note 

M. N. De, J. R. CHatTTerseE, and L. K. GANGULI. 
Journal of the Indian Medical Association [J. Indian med. 
Ass.| 16, 73-75, Dec., 1946. 4 figs. 


The authors treated 27 cases of diphtheria with penicil- 
lin without antitoxin in the hope that quick destruction 
of the Corynebacterium diphtheriae locally would give 
the body a chance to “ neutralize, excrete, or utilize the 
toxin for the manufacture of active immunity”. [No 
‘actual control series is quoted, but the mortality of all 
types of cases of diphtheria in the Medical College 
Hospitals, Calcutta, from 1941 to 1945 is quoted as 
varying from 20 to 36%.] 

Only early cases, and a few closely observed ones of 
moderate severity, were selected, to minimize risk, and 
10,000 units of penicillin were injected. every 3 hours, 
after an initial dose of 20,000 to 30, units. Total 
dosage was from 400,000 to 500,000 units. Three 
consecutive negative cultures from the throat were the 
usual criterion for stopping treatment. [Virulence tests 
on the organism are not mentioned.] The clinical 
condition cleared up as quickly as with antitoxin. No 
complications of any sort occurred in the series. A few 
cases with respiratory difficulty improved quickly and 
tracheotomy was not needed. Most of the patients 
were fit for discharge in 1 to 2 weeks, but in the moderately 
severe cases were kept in for 3 to 4 weeks. The authors 
state that “ penicillin is doubtless a valuable adjunct in 
the treatment of all types of diphtheritic infections 
treated with antitoxin, but the conclusion as to whether 
penicillin alone can be used as a valuable drug against 
early and/or selected cases of diphtheria is left to be 
judged by further experience”. They consider that the 
results in their series compare favourably with those 
obtained by the classical treatment of diphtheria with 
antitoxin and sulphonamides, and infer that in laryngeal 
cases the penicillin stopped the spread of pseudomembrane 
downwards and thereby prevented tracheotomy—a 
result not always obtained with antitoxin. They discuss 
the aetiology of nervous complications, which are un- 
' common in India and often bear no relation to the 
severity of the original lesion. They consider that, as 
no antitoxin was used to neutralize the exotoxin and yet 
no nervous complications occurred, there must be 
additional factors at work in the production of nervous 
complications, such as inherent weakness or individual 
susceptibility. The disadvantages of penicillin treatment 
are difficulty of storage and of preparation of the fresh 
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solution, and the 3-hourly injection. Local application 
of penicillin was considered impracticable. 

[It is difficult to see the advantages of a series of 
3-hourly injections of penicillin for several days over a 
single adequate dose of modern antitoxin, which is so 
refined that the risk of serum reactions is reduced to a 
minimum. In any case, the withholding of antitoxin 
in diphtheria would not seem to be without risk. The 
complications are caused by absorption of exotoxin from 
the local site, and in any individual case, even if apparently 
mild, it is impossible to assess the amount of toxin which 
has been produced and absorbed. Time is a vital factor 
in antitoxin treatment, and the complication and death © 
rates rise with every day’s delay. The length of stay in 
hospital of the patients in this series is short by English 
standards. The authors state that “the cardiac and 
nervous complicatioris of diphtheria do not appear 
before 2 to 4 weeks”. In this country late heart failure 
and pharyngeal and diaphragmatic paralysis rarely 
appear before the sixth week.] J. V. Armstrong 


1411. Production of Substance B by Corynebacterium 
diphtheriae in Relation to Type of Strain and Severity of 
Toxaemia 

R. A. Q. O’MgaraA, R. S. W. BAKER, and H. H. BALcuH. 
Lancet [Lancet] 1, 212-213, Feb. 8, 1947. 10 refs. 


One of the authors of this paper previously found that 
diphtheria toxin consisted of two components, A and B, 
and that the latter, although not appreciably toxic itself, 
allowed substance A to spread through the tissues. The 
disappointing response of hypertoxic diphtheria to treat- 
ment by antitoxin was held to be due to lack of substance 
B in the antigens used in the manufacture of antitoxin. 

In the present paper the authors report the results of 
titration of substance B from 100 strains of Coryne- 
bacterium diphtheriae and the correlation with the severity 
of the clinical case. 

In the first 50 cases there did not appear to be any 
apparent relation, and the authors suggested this was 
“due in part to a high resistance to the toxaemia of 
diphtheria on the part of the patients in the mild group of 
cases, because the proportion of gravis strains causing 
diphtheria was unduly high”. In the other 50 cases the 
strains responsible for the severe cases produced on the 
average more substance B. Substance B was titrated 
by measuring the diameter of the weal 30 minutes after 
an intracutaneous injection into a guinea-pig of broth 
freed from bacilli by centrifugation. Gravis. strains of 
C. diphtheriae produced on the average lafger weals 
than did mitis strains; but there was a considerable 
range between minimum and maximum. 

Scott Thomson 


1412. Penicillin Treatment of Infections due to Influenza 
Bacilli ; Meningitis, Empyema, Osteomyelitis. (In- 
fluenza-bazillen-infektionen und Penicillin; Meningitis, 
Empyema, Osteomyelitis) 
W. Hirscu and E. Nassau. 
Paediat., Basel} 168, 289-302, 
33 refs. 


Annales Paediatrici [Ann. 
June, 1947. 5 figs., 
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1413. Therapeutic Trial of Penicillin in Tetanus 
L. Lewis. Annals of Internal Medicine [Ann. intern. 
Med.] 25, 903-915, Dec., 1946. 9 refs. 


There is some laboratory evidence that the growth of 
Clostridium tetani is inhibited by penicillin in dilutions as 
high as 1 in 200,000, but reports on its therapeutic value 
in infections with this organism are lacking. It is 
clearly difficult to assess the effect of an antibacterial 
agent in a disease whose manifestations are due to a 
soluble exotoxin, particularly when the disease exists, 
as it so often does, as a complication of severe wounds or 
injuries. However, it might be anticipated that in an 
early case the antibacterial effect would show itself by 
improvement after a short interval when the source of 
the exotoxin was destroyed. 

An opportunity arose after the Okinawa campaign of 
treating native civilian casualties with tetanus. Fifteen 
cases of tetanus of 3 to 11 days’ duration were given 
intramuscular penicillin in doses of 20,000 units at 
4-hourly intervals; 7 patients recovered, 3 were improved, 
and 5 died. 

There was little improvement in tetanus in any case, 
but infected wounds were notably benefited. Four 
patients treated with large doses of antitoxin recovered, 
and the immediate improvement following injection of 
antitoxin contrasted strongly with the deterioration in 
patients receiving penicillin. A group of 27 patients 
treated in the general wards, some without antitoxin and 
others with inadequate doses of antitoxin, served as a 
control; 16 recovered completely, 7 improved, and 3 
died. There is no evidence from these observations 
that penicillin is effective in the treatment of tetanus. 

R. Bodley Scott 


1414. The Clinical Behavior, Incubation Period, and 
Pathology of Tetanus Induced in White Swiss Mice by 
Injection of Crystalline Tetanal Toxin 

L. PILLEMER and W. B. WARTMAN. Journal of Immuno- 
logy [J. Immunol.] 55, 277-281, March, 1947. 8 refs. 


In an investigation at the Western Reserve University, 
Cleveland, the M.L.D. of crystalline tetanus toxin for 
inbred white Swiss mice of 15 to 20 g. weight was esti- 
mated by injecting varying dilutions into the gluteal 
muscles at the base of the tail. It was found that 
0000013 ag. of toxin nitrogen killed mice within 96 hours 
with an incubation period of about 30 hours and a 
relatively slow march of signs from starting of the fur 
and mild stiffness of the tail to the severe symptoms of 
respiratory distress after 72 hours until death supervened 
within 4 days. If enormous doses (500,000 M.L.D.) of 
toxin were injected signs appeared in about 30 minutes, 
when the respiratory muscles were already affected, 
and death invariably occurred within 60 to 70 minutes. 
Detailed histological examination of a variety of tissues 
of mice injected with different doses of this crystalline 
toxin—even sublethal doses resulting in survival for 
28 days—failed to show pathological changes. 

H. J. Bensted 
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OTHER BACTERIAL INFECTIONS 


1415. Control of Plague by Means of Live Avirulent 
Plague Vaccine in Southern Africa (1941-44) 

E. Grasset. Transactions of the Royal Society of 
Tropical Medicine and Hygiene (Trans. R. Soc. trop. 
Med. Hyg.) 40, 275-294, Dec., 1946. 11 refs. 


The live vaccine used was an emulsion of two strains 
of Pasteurella pestis—K/120 South African avirulent 
strain of Pirie and Grasset (1941) and E/V avirulent 
strain of Girard (1935)—grown on nutritive agar for 24 
hours at 37° C. and suspended in saline to give a con- 
centration of 1,000 million organisms per ml. Immuniza- 
tion consisted in a single subcutaneous injection of 1 ml. 
of the emulsion for adults, 0-5 ml. for children 5 to 12 
years old, and 0-25 ml. for children under 5. The vaccine 
was kept in the refrigerator (4° C.) and used within 1 
month of preparation, but it has also been shown that 
it will keep its potency up to 2 years if dried in vacuo at 
low temperatures. As many as 40,000 doses of the 
vaccine have been given to Europeans and Africans 
without any serious reaction. In one series of 1,212 
immunized male adults, 51 (4:2°,) had swollen and pain- 
ful arms, and 35 (3-7%) had headache, generalized body 
pains, and shivering. Over 24,000 persons were 
immunized during 9 outbreaks of bubonic and 
septicaemic plague. Throughout the whole of the 
fourteen outbreaks only 15 cases of piague amongst 
immunized persons were observed, and 7 of these patients 
died. An analy@s from the epidemiological and clinical 
aspects of these 15 cases and immunized contacts who 
did not contract plague has led the author to conclude 
that protection from immunization begins to be effective 
from the fifth day, reaching its full benefit towards the 
tenth day after inoculation. The few cases of plague 
observed from the fifth to tenth day after immunization 
usually run a less severe course, with reduced mortality. 
Mass immunization was followed in all the outbreaks 
by the termination of the outbreak in a maximum period 
of 10 days after the beginning of the inoculations. 

K. R. Hill 


1416. Studies on Pertussis Immunization 
W. Saxo. Journal of Pediatrics [J. Pediat.] 30, 29-40, 
Jan., 1947. 2 figs., 12 refs. 


Three doses of alum-precipitated pertussis vaccine 
(40,000 million organisms per ml.) were administered at 
monthly intervals to 8,690 children from 2 weeks to 5 
years of age. Infants below the age of 3 months 
developed agglutinins just as well as any other age group. 
Moreover, in infants alum-precipitated pertussis vaccine 
is superior to fluid vaccine in that the degree of immuniza- 
tion is greater and local and systemic reactions are far 
less frequent than with the fluid vaccines, though there 
is a slightly increased risk of abscess formation. In 
older children, however, the incidence of reactions was 
higher with the alum-precipitated vaccine. In this age 
group the combined vaccine is the preparation of choice. 
Generally the more severe the reaction the higher is the 
agglutinin titre. The height of the antibody titre in 
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young infants is reached in from 2 to 4 months after 
completion of immunization and is maintained for 
3 years or more. A “stimulating dose” of vaccine 
given to such infants under 3 months of age, 8 to 12 months 
after the last inoculation, produces a considerable 
increase in their agglutinin titres, which persists for over 
2 years. Over 40,000 infants under 3 months of age 
immunized with pertussis vaccine were followed up 
and compared with 438 young non-immunized infants. 
The incidence and severity of pertussis were far greater 
in the non-immunized (89-7%) than in the immunized 
(13:2%). Immunization of infants under 3 months is 
immunologically sound and highly effective if an alum- 
precipitated vaccine is used. Jas. M. Smellie 


1417. The Effect of Grenz Rays on Leprous Infiltrations. 
Il. Report of an Attempt to Influence Facies Leontina 
and Perforating Ulcer of the Foot by Roentgen Rays of 
Long Wavelengths. [In English] 
F. SaGHER. Dermatologica {[Dermatologica, Basel] 93, 
272-294, 1946. 16 figs., 32 refs. 


The results of the use of Grenz rays for leprous infiltra- 
tions are reported. Doses of from 5,000 to 100,000 r 
were applied to nodules on the face and hands as well as 
to ulcers on the lower limbs. Good clinical results were 
observed, with no recurrences in the irradiated regions 
overaperiod upto4years. Histologically, disappearance 
of leprous tissue is recorded, though there appeared to 
be little effect on the Mycobacterium leprae as seen in 
smears. New lesions continued to appear in the patients 
who had been treated. J. E. M. Wigley 


1418. Streptomycin Therapy in Typhoid Infections 

E. J. Pucaskit and W. H. AmspacHer. Bulletin of the 
U.S. Army Medical Department [Bull. U.S. Army med. 
Dept) 7, 101-107, Jan., 1947. 4 refs. 


In this report, experiences in U.S. Army hospitals with 
streptomycin therapy in typhoid fever, the typhoid 
carrier state, and paratyphoid infections are presented 
and analysed. A survey of 70 cultures of Gram- 
negative bacteria showed that 87% were inhibited in 
vitro by 16 ag. of streptomycin per ml. A blood serum 
lével of 16 xg. per ml. can be maintained by the adminis- 
tration of 0-4 g. of streptomycin intramuscularly every 
4hours. The drug is poorly absorbed from the gastro- 
intestinal tract and is not inactivated in the bowel. Thus 
if it is given orally it rapidly sterilizes the susceptible 
Gram-negative bacteria of the bowel. Combined oral 
and systemic administration of streptomycin would 
therefore appear ideal for the treatment of enteric fevers, 
but the published results are disappointing, as were the 
results in this series of 6 cases of typhoid fever, 3 of typhoid 
carriers, and 2 of paratyphoid. It is concluded that 
parenteral streptomycin alone is of no value in the 
treatment of typhoid and typhoid carriers, and that 
more experience with combined oral and systemic ad- 
ministration is needed before a definite assessment of 
the value of the treatment can be made. The dosage 
Suggested is 0-5 g. intramuscularly every 3 hours and | g. 
orally every 6 hours. D. M. Dunlop 


1419. Sulfacarboxythiazole: Absorption, Excretion, 
Toxicity, and Therapeutic Results in Bacillary Dysentery 
and Nonspecific Diarrhea 

H. L. Hirsu, T. L. HicKMAN, L. K. Sweet, and H. F. 
DowLinc. Journal of Laboratory and Clinical Medicine 
|J. Lab. clin. Med.] 31, 1305-1312, Dec., 1946. 5 refs. 


Sulphacarboxythiazole (2-sulphanilamido - 5 - carboxy- 
sulphathiazole) is a compound in which a carboxy group 
is substituted on the thiazole ring of sulphathiazole. In 
the bowel the drug becomes active by losing the carboxy 
group, thereby releasing sulphathiazole. 

Absorption and excretion have been studied in 60 
subjects. The dose varied from 0-1 to 0-5 g. per kilo 
per day for 3 to 15 days. The initial dose was half the 
total dose, and this was followed by fractions of one- 
sixth of the total dose at 4-hourly intervals. The free 
and total sulphonamide levels in the blood were estimated 
daily: in 90% of the estimations the values for each were 
approximately the same and not greater than 1 mg. per 
100 ml. blood. The total amounts recovered from both 
urine and faeces varied from 88 to 99% of the amounts 
administered. The recovery of drug from the fa 
alone varied from 83 to 92% with less than 3-4% con- 
jugated; and from the urine alone, from 2:7 to 7% with 
16 to 22% of this in the conjugated form. Antibacterial 
action was studied on the intestinal flora of 20 subjects. 
The number of coliform colonies per gramme of faeces 
was counted before and after starting the treatment. At 
24 hours the cultures were sterile or showed only a small 
number of colonies. 

Fifty patients with diarrhoea were treated and the 
time taken for the causative organism to disappear from 
the faeces was noted. Of the 50 cases, 30 had Shigella 
and 2 Salmonella infections; in 18 cases the cause of the 
infection was unknown. In the group with known 
infection, the causative organism could not be found in 
the faeces after the fourth day of treatment and for 1 to 
2 weeks after the treatment was discontinued. Of 46 
patients with diarrhoea, 40 were free from it by the fifth 
day. All of 38 febrile patients were made afebrile by 
the fourth day. Toxic reactions occurred in 6 out of 
60 patients. _ AM. Adam 


1420. The Treatment of Carrion’s Disease with Large 
Transfusions 


-C. H. HopGson. American Journal of Tropical Medicine 


[Amer. J. trop. Med.| 27, 69-75, Jan., 1947. 2 figs., 
1 ref. 


Two cases of Carrion’s disease (Oroya fever or verruca 
peruviana) were treated by repeated transfusions. Barton- 
ella bacilliformis was demonstrated within the erythrocytes 
in each case. The first patient was seen 2 months after 
exposure to infection in Peru, with a haemoglobin of 
72% and an erythrocyte count of 4-3 millions per c.mm. 
Two days later the patient became very ill, the character- 
istic anaemia developed, and his haemoglobin and 
erythrocyte count were respectively 32% and 1-37 millions. 
Over the next fortnight he received 3,410 ml. of citrated 
blood in six slow transfusions. For a further 10 days 
he was weak and restless, but thereafter gradually 
recovered. The verruga eruption appeared 6 weeks 
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after admission, and 9 months after admission he was 
perfectly well. The second patient was seen between 1 
and 2 months after infection, and had an erythrocyte 
count of 1-8 millions and a haemoglobin of 30%. Over 5 
weeks he received 8,150 ml. of blood in fifteen different 
transfusions. In 64 weeks he had quite recovered. The 
verruga eruption appeared 9 months later and he re- 
mained well. Medical opinion in Peru has been against 
transfusions in Carrion’s disease, and the method of 


replacing the corpuscles by repeated transfusion as fast ~ 


as they are destroyed has not been used before. The 
transfusions were given at the rate of 60 to 80 drops per 
minute, and the amount was regulated by the blood- 
count determinations. Sufficient was given to keep the 
patient comfortable and to maintain the blood count as 
near normal values as possible. An approximate 
scheme would be 500 to 700 ml. daily in the severe 
Oroya fever stage. The high mortality in Carrion’s 
disease is largely due to secondary infection consequent on 
the anaemia. The use of penicillin, as in agranulocytosis, 


to prevent the secondary infection might well be combined 


with the treatment by large transfusions. J. Newsome 
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1421. Quartan Malaria occurring Subsequent to a Blood 
Transfusion. Report of a Case 

W. J. H. Fiscuer and C. L. Yorx. New England 
Journal of Medicine [New Engl. J. Med.] 235, 411-413, 
Sept. 19, 1946. 1 fig., 8 refs. 


Two months after receiving 3 blood transfusions a 
native of New England developed quartan malaria. Of 
the three donors involved, two were Italian-born. One 
gave a history of malaria treated with quinine 40 years 
previously, since when he had been free from symptoms; 
the second also gave a history of malaria treated with 
quinine 46 years previously, since when he had been free 
from symptoms; both these donors had lived in New 
England for 30 or more years since their immigration. 
The third donor was a native of Providence and in child- 
hood had had malaria treated with quinine, but had had 
no apparent symptoms during the last 42 years. In 
none of the donors were parasites present in thick blood 
films. Blood from the three donors had been stored at 
a temperature of 6° C. for 5, 7, and 12 days respectively 
before being used for the transfusions. 

F. Murgatroyd 


1422. The Delayed Primary Attack of Vivax Malaria 
I. M. Lonpon, C. A. Kane, E. F. SCHROEDER, and 
H. Most. New England Journal of Medicine [New 
rae J. Med.) 235, 406-410, Sept. 19, 1946. 1 fig., 
4 refs. 


Falciparum malaria is not only suppressed but is 
usually eradicated by suppressive mepacrine continued 
for 3 weeks after the last exposure to infection, so that 
delayed primary malaria in patients who have been taking 
suppressive mepacrine is nearly always due to vivax 
infection. Observations of 169 delayed primary attacks 


and 486 cases of later relapse showed little difference ip 
the incidence of symptoms and physical findings in the 
two groups. Occasionally, however, blood films were 
negative for several days at the beginning of a delayed 
primary attack, suggesting that such patients were 
sensitive to the parasite and developed a clinical reaction 
with a low level of parasites in the blood. In such cases 
the presence of leucopenia may be of help in diagnosis, 
while thick blood films may assist in detecting the 
malarial parasite. As measured by the control of fever 
and parasitaemia, the delayed primary attacks responded 
more slowly to antimalarial therapy than did the later 
relapses, suggesting that some immunity is developed 
during the course of recurrent attacks. Two-thirds of 
the delayed primary attacks occurred approximately 
between the third and ninth weeks after the end of 
suppressive treatment. The incidence of clinical recur- 
rence within 120 days of treatment of the acute attack 
and the mean interval before relapse were not significantly 
different in patients who had suffered delayed primary 
attacks and those who had suffered later relapses. Treat- 
ment of acute manifestations with combined quinine 
and pamaquin appeared to give the best results; in cases 
so treated the incidence of relapse within 120 days was 
less than 10%. F. Murgatroyd 


1423. The Relationship of Bromsulphalein Retention to 
the Fever of Natural P. falciparum Malaria 

T. E. MACHELLA. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 213, 81-86, Jan., 1947, 
4 figs., 11 refs. 


By the use of the bromsulphalein test to discover 
whether intravenous mepacrine caused hepatic damage it 
was noted that dye retention occurred in the malarial 
attack before this drug had been given. The present 
paper reports an extension of these observations to the 
relation between dye retention and the malarial paroxysm. 
In 33 Chinese soldiers with malignant malaria it was 
shown that dye retention was absent before the fever, 
reached a maximum of 5 to 50% (mean, 16-6%) at the 
height of the fever, and returned to normal 2 to 3 days 
after its subsidence. In 4 patients with jaundice the dye 
was still retained after 8 days. Similar results were 
obtained in 3 healthy males with fever induced by 
injection of T.A.B. vaccine. It was concluded that the 
dye retention was related to the fever and not specifically 
to the malarial infection. R. Bodley Scott 


1424. Investigation in the Chemotherapy of Malaria in 
West Africa. V. Sulphonamide Compounds 

G. M. Finp.ay, B. G. MAEGRAITH, J. L. MARKSON, and 
J. R. HoLpen. Annals of Tropical Medicine and Para 
sitology [Ann. trop. Med. Parasit.] 40, 358-367, Dec., 
1946. 8 refs. 


Although less effective than either quinine or mepacrine, 
sulphadiazine, sulphathiazole, sulphamezathine and 
sulphamerazine had some slight effect in controlling 
falciparum malaria, but the action of sulphapyrazine and 
sulphasuxidine was negligible. With a sulphone cont 
pound, “ W.F. 301 ”, parasites rapidly disappeared, bul 


oe 


a nA 


MALARIA 


as in these cases the parasitaemia was low the remissions 
may have been spontaneous. With sulphamezathine 
there was a remarkable tendency for showers of gameto- 
cytes to appear in the peripheral blood both during and 
after treatment, but these gametocytes seemed incapable 
of infecting mosquitoes. F. Murgatroyd 


1425. Blood and Plasma Concentrations of Mepacrine in 
Subjects Taking Suppressive and Therapeutic Dosages 
Army MALARIA RESEARCH UNIT. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.} 
40, 472-481, Dec., 1946. 5 figs., 10 refs. 


The following observations on blood and plasma con- 
centrations of mepacrine are recorded. The absorption 
of one dose of 100 mg. of mepacrine hydrochloride 
reaches a peak 2 to 4 hours after ingestion, as demon- 
strated by the plasma concentration. This peak is not 
affected by the concentration obtaining at the time of 
administration. The mean plasma concentrations in 
16 men and 25 women who took 100 mg. mepacrine 
daily was studied. The average mean concentration 
was 26 jug. per litre for the men, and 28 jg. per litre for 
the women. This figure was reached in about 5 weeks, 
and the mean concentration continued to rise slightly 
before falling back to the average about the sixth month. 
In individual cases there was much preliminary variation 
before equilibrium was attained. The whole-blood 
concentrations showed extreme variation. Sixty-seven 
cases of benign tertian malaria and 6 controls were treated 
with 200 mg. 6-hourly for 2 days and 100 mg. three times 
a day for 10 days making a total of 4-6 g. in 12 days. 
The mean plasma concentration after the course was 


65:2+20-7 pg. per litre, and variation from the mean 


was considerable. The whole-blood concentration did 
not follow immediately the rise in plasma concentration. 
The average daily urinary excretion was 10 mg. Estima- 
tion of mepacrine was performed by the modified method 
of Masen. J. Newsome 


1426. The Effect of Various Substances, Including Food, 
on the Absorption of Orally Administered Mepacrine 
Hydrochloride 

ARMY MALARIA RESEARCH UNIT. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.| 40, 
482-492, Dec., 1946. 6 figs., 4 refs. 


Three groups of 4 volunteers were used to compare 
the absorption curves of mepacrine, given in dosage of 
100 mg. daily, when administered on a full and on an 
empty stomach. The ultimate plasma concentrations 
after 14 days showed no significant difference between 
the two procedures. There were significant differences, 
however, during the course, suggesting that, while the 
final result was satisfactory, differences in the rate of 
absorption on an empty and on a full stomach did exist. 
The effect of substances known to absorb mepacrine in 
vitro was tested. High-cellulose diets, kaolin, magnesium 
trisilicate, and Maclean’s powder were given to volunteers 
on the same dosage regime as above. There was no 
significant lowering of the final plasma concentration 
after 14 days as compared with controls. In some cases 
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the initial rate of absorption was faster than in the con- 
trols. Mepacrine may therefore be given on a full or 
empty stomach, and in conjunction with therapeutic 
courses of kaolin, magnesium trisilicate, and Maclean’s 
powder. A high proportion of vegetables in the diet 
has no effect on the absorption over long periods. 
Estimations of mepacrine were by the modified method of 
Masen. J. Newsome 


1427. Relapsing Benign Tertian Malaria Treated with 
Paludrine 
R. D.C. JoHnstone. Lancet [Lancet] 2, 825-826, Dec. 7, 


; 1946. 2 refs. 


The ability of “ paludrine ’” to produce a radigal cure 
of relapsing benign tertian malaria was tested in com- 
parison with that of a standard course of quinine and 
pamaquin; the tests were made at Colchester Military 
Hospital from July, 1945, to March, 1946, under the 
direction of the War Office and the Malaria Committee 
of the Medical Research Council. Three carefully 
selected groups of 108 patients, suffering from a relapse 
with benign tertian parasites in the blood, were given, 
respectively, the following courses of treatment: 
(1) paludrine, 0-025 g. twice daily for 10 days; 
(2) paludrine, 0-25 g. twice daily for 10 days; (3) quinine, 
gr. 10 (0-65 g.), and pamaquin, 0-01 g., three times a day 
for 10 days. The patients were normally discharged from 
hospital on the day after the end of the 10-days’ course, 
and were followed up by inquiry by letter 6 months 
later; every patient was followed up and only one was 
excluded from the final analysis (see table). 


. Remote Results of Treatment 


Free 
from 
re- 
lapses 


One 
proved 
relapse 


Clini- 
cal 


relapse 


Paludrine 
(0-05 g.) 62 26 7 13 
Paludrine 
(0-5 g.) 60 23 22 
Quinine- 
pamaquin 91 9 7 


In proved cases of relapsing benign tertian malaria 
the standard course of quinine x pamaquin, used as a 
control in these tests, had previously been followed by 


relapse rates of 10-3 and 11-3%. It is therefore concluded 
that the relapse rates found with paludrine are equally 
reliable. It was thought that, as 89 (27-4%) of the 324 
patients had been captives in the Far East, their relapse 
rate might be different from that of the others; it was 
found to be considerably higher, but, as the cases were 
nearly equally distributed between the three courses of 
treatment, their inclusion in the totals is justifiable. 
The figures are shown in a table in the original paper. 
The three groups were comparable as regards the periods 
between the dates of arrival in the United Kingdom and 
of treatment; the probable areas of infection abroad 
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appeared not to influence the relapse rates. The author 
points out that some patients after discharge no doubt 
took mepacrine occasionally, though told not to, and this 
throws some doubt on the stated periods between treat- 
ment and first relapse. Six months was too short to 
include all relapses, 1 patient first relapsing 240 days 
after leaving hospital. The results showed that there was 
no appreciable difference between the effects of small 
and large doses of paludrine; the temperature fell to 
normal rather more quickly with quinine—pamaquin than 
with paludrine; paludrine appeared to delay relapse 
more than quinine—pamaquin but was much inferior to 
the latter in controlling further relapses. J. F. Corson 


1428. Mepacrine Metabolism in Recurring Benign 
Tertian Malaria 
M. Brown and J. L. RENNiE. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.| 40, 
337-346, Dec., 1946. 3 figs., 4 refs. 


The average concentration of mepacrine in plasma of 
patients who had suffered five or more attacks of recurring 
vivax malaria was lower than that of patients who had 
had fewer attacks, although both groups had the same 
amount of drug. Urine analyses showed that this was 
not due to differences in the urinary excretion of the drug, 
and faecal and plasma analyses after oral and intra- 
muscular administration of the drug showed that the 
phenomenon did not depend on differences in absorption 
of drug from the gut. Furthermore, examination of the 
partition of drug between cells and plasma did not reveal 
any significant disparity between the two groups of 
patients. These observations leave differences in the 
rate of destruction of the drug in the body as the common 
cause of variation of plasma concentrations from the 
average. In individual cases higher and therapeutically 
more effective plasma levels could probably be obtained 
by increased dosage, and in the treatment of relapsing 
cases with mepacrine it might be valuable to control 
dosage by determination of the plasma levels indirectly 
through observations on the concentration of drug in 
the urine. F. Murgatroyd 


1429. Atabrine and the Electrocardiogram 

H. D. Levine and H. ERLANGER. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 212, 538-540, 
Nov., 1946. 6 refs. 


Several observers have found that atabrine [mepacrine], 
in daily doses of 0-3 g. or more for from several days to a 
week, has no significant effect on the electrocardiogram; 
Heimann and Shapiro (Brit. Heart J., 1943, 5, 131), 
however, who used only chest leads (IV R and IV F), 
concluded that mepacrine decreased the amplitude of 
some deflections, especially the T wave. The present 
authors examined the medical records of 165 patients in 
hospitals in Australia and New Guinea who had had 
electrocardiograms taken while receiving mepacrine in 
therapeutic or suppressive doses; they also took serial 
electrocardiograms of 14 volunteers on the Australian 
hospital staff. Of the 165 patients 157 had had malaria 
within the previous 6 months, 20 had other diseases, 


and 8 had no disease; details of the observations are 
shown in the following table. 


Effect of Mepacrine in Varying Doses on the 
Electrocardiogram of 165 General Hospital Patients 


Duration Calculated 
No. | Dosage | of medi-| plasma | Nor-| Ab- 
(g.) cation level 
(days) | (ug./litre) 


Intensive thera- | 
peutic doses 


only .. 12 | 1-5-3-7 2-6 25-67 12 0 
Av. 2°6 
Intensive therapy 
with suppres- 
sive follow-up: 
Priming 15-36 | 45 16-52 126 1 
dose Av. 1-7; 
127 mean 
15 
Suppressive 0-2twice! 2-44 
dose weekly | Av. 25; 
to 0-1 | mean | 
7 days| 23 
‘| a week 
Suppressive 
doses only .. | 26 | 0-1 6 to | 3-183 17 (mean) 26 0 
7 days | Av. 17; 
a week 


Electrocardiograms of the 14 volunteers were taken 
(1) before mepacrine was given, (2) after giving 0°1 g. 
daily for 2 weeks, and (3) after the intensive dosage shown 
in the Table; the calculated mean mepacrine levels in 
the plasma were 16 jg. per litre during suppressive doses 
and 64-71 pg. during intensive dosage. None of the 
42 persons (including the 14 volunteers) who had never 
had malaria showed electrocardiographic changes; 
in only 2 of the other 137 were the tracings taken during 
malarial fever, hence malaria would not have obscured 
any possible action of mepacrine on the electrocardio- 
gram. No significant effect on the electrocardiogram 
was observed, and the authors conclude that abnormali- 
ties in patients receiving mepacrine can be attributed to 
other causes. - J. F. Corson 


1430. Preliminary Observations on the Use of Melarsen 
Oxide in Malaria 

E. H. Payne, E. BALTHAZAR, and D. AFFONSO BEZERRA. 
Southern Medical Journal [Sth. med. J.] 39, 970-972, 
Dec., 1946. 7 refs. 


Many of the patients under treatment with “‘ melarsen ” 
oxide for other complaints were infected also with malaria, 
and it was noted that the latter condition improved 
concomitantly. A trial of the drug was therefore made 
in cases of acute and chronic malaria in which the diag- 
nosis had been confirmed microscopically. The type 
was not always determined, and infections with both 
Plasmodium vivax and P. falciparum are included in the 
series. An attempt was made to give each patient at 
least 7 intravenous injections each of 25 mg., but 
symptoms subsided in most febrile cases on the fourth 
day and many patients failed to return for further treat- 
ment. In 5. cases of acute and 28 of chronic malaria 
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there was complete remission of symptoms, and no relapse 
occurred during a follow-up of from 37 to 148 days. 
Treatment of 5 cases in which there had been a relapse 
after mepacrine was less successful. Remission of symp- 
toms was followed in every case by a relapse about 6 
weeks later. 
these were true relapses or reinfections during a wide- 
spread epidemic which occurred at the time of the trial. 
J.C. Broom 


1431. Further Experience with Melarsen Oxide (A New 
Arsenical) in the Treatment of Tropical Disease 

E. H. Payne, E. BALTHAZAR, and J. SOARES FERNANDES. 
Southern Medical Journal [Sth. med. J.) 39, 972-975, 
Dec., 1946. 6 refs. 


During 1944 and 1945 the authors were concerned with 
the care of workers and their families engaged in the pro- 
duction of quartz and mica in the remote interior of 
Brazil. Conditions were primitive; the chief method of 
transport was by pack-mules, and there was a complete 
lack of proper food, housing, and sanitation. The 
health of the population was very poof. Malaria and 
hookworm were hyper-endemic; tropical ulcer was very 
common and caused great economic loss; leishmaniasis, 
dysentery, both amoebic and bacillary, typhoid, and small- 
pox were widespread. Refrigeration was not available 
in the isolated dispensaries and drugs were of value only 
if they were unaffected by heat and moisture. One of 
the drugs which satisfied these requirements. was “* me- 
larsen’’ oxide, which had been recommended for the 
treatment of human trypanosomiasis and filariasis. 
Melarsen oxide is a stable tervalent arsenical compound. 
It is the crystalline dihydrate of 2-(4’-arsenosoanilino)-4, 
6-diamino-s-triazine, and, as used by the authors, was 
supplied in ampoules containing 25 mg. of the drug in 
solution. Administration was by intravenous injection 
in daily doses of 25 mg., but up to 75 mg. was given 
daily for 5 days in urgent cases without the production 
of toxic symptoms. The greatest number of injections 
was twenty. 

The results of treatment of tropical ulcer were con- 
sistently good, especially when this treatment was com- 
bined with the local application of compresses of azo- 
chloramide and phemerol in aqueous solution. Healing 
of the ulcer began after a few days and progressed so 
rapidly that patients were able to return to work in less 
than half the time permitted by other treatments that were 
tried. Cases of yaws in the second stage also responded 
well to treatment with 4 to 11 daily injections of 
25 mg. The lesions healed within 2 weeks, but it was 
impossible to follow the serological picture. The results 
were considered to compare favourably with those 
obtained with “‘ mapharsen’’, which was the routine 
treatment used. J.C. Broom 


1432. Premature Rupture in Schizogony: An Explana- 
tion for Multiple Infection of Red Blood Corpuscles with 
Malaria Parasites 

S. G. MASsILLAMINI. American Journal of Tropical 
Medicine [Amer. J. trop. Med.] 27, 107-110, March, 
1947. 6 refs. 


The author expresses doubt as to whether ~ 
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1433. Up-to-date Treatment of Kala-azar. 
ment actuel du Kala Azar) 

P. Giraup and R. BERNARD. Presse Médicale [Presse 
méd.| 54, 725-726, Nov. 2, 1946. 


Although the treatment of kala-azar has been fairly 
satisfactory, the mortality from the disease is still about 
15% and cures are sometimes obtained only after pro- 
longed treatment with antimonial drugs; toxic effects of 
these compounds are not uncommon and deaths have 
followed attempts to devise rapid methods of treatment 
with them. The authors therefore suggest that antimony 
should be used only after the infection has been stabilized 
and the patient’s general condition improved by other 
treatment. For such preliminary treatment they favour 
pentamidine (4,4’-diamidinodiphenoxypentane), which 
they found efficacious, non-toxic, and capable of bring- 
ing about a rapid cessation of fever and a remarkable 
general improvement. The dose used for an adult was 
from 60 to 100 mg. intramuscularly every other day for 
12 to 15 injections. This may suffice, but it appeared 
better to consolidate the results by a second or third 
course after 2 to 3 weeks’ interval. In serious cases they 
also gave during these intervals 12 to 15 injections of 
antimony, using two new products designated “* pentastib ” 
(aminophenyl stibinate of methyl glucamine) and 
** 2,168 R.P.”’ (N-methyl glucamine antimoniate). Since 
adopting this treatment they have had no deaths and most 
of the patients have been cured, but the treatment lasts 
for 3 to 6 months or even a year. The diamidine injec- 
tions are often a little painful, but there have been no 
serious accidents or reactions, although one child 
developed a transient sciatic paresis. 


(Le traite- 


F. Murgatroyd 


1434. Amebic Disease of the Cecum: Clinical and Radio- 
logical Aspects 

D. L. Witsur and J. D. Camp. Gastroenterology 
[Gastroenterology] 7, 535-548, Nov., 1946. 8 figs., 
ll refs. 


Six cases are selected from an apparently large case 
material with amoebic disease to illustrate the difficulty 
of diagnosis from appendicitis, appendix abscess, and 


carcinoma of the caecum. Emphasis is laid on the 


caecal contour in the skiagram. The normal sharply 
defined shadow of the caecal walls is replaced by a finely 
irregular or granular contour, and only later with ad- 
vanced infection is this replaced by the more familiar 
shaggy irregular pattern with caecal narrowing and 
coning. The earliest changes are readily simulated in a 
normal caecum by faecal remnants if the preliminary 
preparation is inadequate. 

In 300 consecutive patients drawn from naval and 
marine corps personnel, who were examined by barium 
enema, 21 cases were diagnosed as suggestive of caecal 
amoebiasis, and amoebae or cysts were found in 12 of 
them. In 37 patients with amoebae or cysts in their 
stools, caecal lesions were demonstrated by barium enema 
in 9, a normal caecum in 26, and there were inconclusive 
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findings in 2. On the strength of this the ‘authors 
conclude that the frequency of caecal amoebiasis is 
high and that in the absence of other symptoms it is 
likely to lead to false diagnosis with disastrous results. 
The mortality of appendicectomy in amoebic caecal 
infection is given as 40% for the Chicago epidemic. 
The authors have found that a barium enema is of great 
value in cases of possible infection, and they believe that 
it should be used more frequently. Denys Jennings 


1435. In Vitro Effect of Penicillin on Endamoeba 
histolytica 

E. W. and K. M. Archives of Pathology 
[Arch. Path.] 42, 594-597, Dec., 1946. 11 refs. 


Penicillin has no effect on either trophozoites or cysts 
of Entamoeba histolytica, as shown by the following 
experiments. Two similar wet preparations of faeces 
“teeming with motile E. histolytica’ were prepared. A 
drop of penicillin was added to one preparation and a drop 
of saline to the other, so that the concentrations of the 
two were similar. The preparations were observed on 
the warm stage at 5-minute intervals for 2 to 3 hours. 
The amoebae remained motile and no change in their 
activity was noted. This experiment was repeated 
several times with solutions containing from 5 to 10,000 
units of penicillin. 

The effect of penicillin on cultures of E. histolytica was 
also noted. Dilutions of penicillin (100, 500, 1,000, and 
5,000 units per ml.) were added to the liquid portion of 
Cleveland’s medium (Amer. J. Hyg., 1930, 12, 606) in 
such quantities as to produce final concentrations varying 
from a trace, 0-03 unit, to 20 units or more. Eavh tube, 
containing 4-5 ml. of liquid culture medium, was inocu- 
lated with 0-5 ml. of a uniform suspension of emulsified 
stool or with 0-5 ml. of a uniform suspension of stool 
culture. The cultures were incubated at 37°C. and 
examined at intervals of 24, 48, and 72 hours for motile 
amoebae, for penicillin level, for the proportion of Gram- 
positive to Gram-negative organisms, and for hydrogen- 
ion concentration. A number of strains of E. histolytica 
were used, and various stool specimens were also em- 
ployed, some containing mainly cysts and others in 
which vegetative forms predominated. For comparison 
similar tests were carried out in which sulphadiazine, 
“ carbarsone”’, or “ chiniofon” was substituted for peni- 
cillin. Control cultures of E. histolytica were always 
included to prove the viability of the strain used. In 
some series the penicillin level decreased until there was 
only a trace at the end of 24 or 48 hours. A series of 
cultures was therefore put up in which, by addition at 
intervals, the concentration of penicillin was maintained 
at a constant level. : 

The results showed that penicillin is practically without 
effect on E. histolytica. Sulphadiazine was also without 
effect, while chiniofon and carbarsone tended to inhibit 
the growth of the amoebae. The proportion of Gram- 
positive to Gram-negative organisms showed little 
uniformity, regardless of the addition of penicillin or of 
other drugs. In all cultures the pH varied from 6-0 to 
7-5—a range in which E. histolytica is viable. 

R. B. Lucas 
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1436. Human Toxoplasmosis. A  Clinicopathologic 
Study with Presentation of Five Cases and Review of the 
Literature 


W. P. CALLAHAN, W. O. RussELL, and M. G. Smrru, 
Medicine (Medicine, Baltimore] 25, 343-397, Dec., 1946, 
16 figs., 104 refs. 


About 36 cases of human toxoplasmosis have been 
recorded up to the present, but there is reason to believe 
that the incidence of this disease is considerably higher 
and that it has a wide geographical distribution. This 
view is based on the detection of unsuspected infections 
in 60 out of 250 persons in the United States by means of 
the “neutralization test”. The authors report the 
finding of further cases which had escaped detection, 
They have critically examined and analysed the necropsy 
material and records of 10,000 cases kept in the depart- 
ment of pathology, Washington University School of 
Medicine, St. Louis. This search revealed 5 cases listed 
in the records under “ chronic meningitis ”, “* syphilitic 
meningitis ”, and “ encephalomalacia with calcification ”, 
A clinico-pathological study of these cases, coupled with 
the finding of the causative organism in all of them, left 
no doubt that they represented undetected instances of 
toxoplasmosis. 

Case 1.—A 3-days-old infant, jaundiced since birth, 
exhibited haemorrhagic tendencies, was admitted to hospital, 
and died on the same day. At necropsy internal hydro- 
cephalus, focal calcification in the brain, pneumonia, and 
myocarditis were the principal lesions. Toxoplasms were 
found in the brain, kidney, and myocardium. : 

Case 2.—A 17-days-old infant, jaundiced since birth, was 
admitted to hospital because of vomiting. A diagnosis of 
icterus gravis and internal hydrocephalus was made and the 
infant was given supportive treatment and discharged after 
slight improvement. He was readmitted to hospital 23 days 
later with convulsive seizures and partial ptosis of the right 
eye. The patient died on the thirty-fourth day. Necropsy 
revealed internal hydrocephalus, encephalo-myelitis, bilateral 
otitis media, and interstitial pneumonia, with toxoplasms in 
sections of the brain and the left middle ear. 

Case 3.—An infant became ill at 6 weeks of age and 
developed severe — convulsions, diarrhoea, and 
signs of spinal-cord involvement. The course of the disease 
was rapidly fatal, with manifestations of respiratory infection. 
Necropsy revealed internal hydrocephalus and a widely 
disseminated encephalo-myelitis with foci of necrosis and 
numerous granulomatous lesions containing toxoplasms. 

Case 4.—A 7-weeks-old infant developed a severe upper 
respiratory infection. On admission to hospital internal 


. hydrocephalus was present; the head gradually increased in 


size. Later, symptoms of a spinal-cord lesion developed 
with paralysis of the upper limbs, the respirations became 
shallow, and the patient died. Necropsy revealed marked 
internal hydrocephalus and numerous areas of encephalo- 
malacia surrounded by yellow areas, many of which showed 
fine calcium deposits. Similar lesions were present in the 
spinal cord. Toxoplasms were demonstrated in the cerebral 
and spinal lesions. 

Case 5.—In an infant delivered spontaneously and cyanotic 
at birth, periods of apnoea gradually became more prolonged 
and the patient died 3 hours after birth. Necropsy revealed 
a small amount of clotted blood on the falx cerebri and 
tentorium cerebelli, with scattered areas of subarachnoid 
haemorrhage. There was slight internal hydrocephalus with 
focal ulcerations of the ependyma and a greyish-white 
exudate on the surface. The lesions contained toxoplasms. 


In addition to these cases, the authors have collected 
data on all the previously reported cases of human toxo- 
plasmosis, which are described in detail, thus providing 
an up-to-date review of the present state of our knowledge 
regarding this disease. C. A. Hoare 
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maniasis 

A. Dostrovsky and F. SAGHER. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.) 40 
265-269, Dec., 1946. 12 refs. 


Parasites were detected in only 66-6% of patients 
diagnosed as suffering from cutaneous leishmaniasis, but 
jn 261 infected persons an intradermal test was positive 
in 91-6%, while in 144 control patients presumed not to 
be specifically infected it was positive in only 6-3%. The 
reaction appeared to become positive within a few days 
of infection, and to remain so during the period of 
infection and for many years after the lesions had healed. 
No appreciable difference in the reactions produced by 
yaccines prepared from two strains of parasites was 
observed. Small quantitative differences in reactions 
were probably due to minor technical variations in the 

ocedure, and showed no relation to the type of lesion. 
Patients with recurrences and early lesions with lymphatic 
spread, however, appeared to show a high sensitivity to 
the test. Observations on 11 persons of the Prausnitz- 
Kiistner passive transfer test with the sera of 2 infected 
patients suggested that the reaction was of an allergic 
nature. F. Murgatroyd 


1438. Studies in Leishmaniasis in the Anglo-Egyptian 
Sudan. VIII. Some Observations on the Chemotherapy 
of Kala-Azar 

R. KirK. Transactions of the Royal Society of Tropical 
Medicine and Hygiene [Trans. R. Soc. trop. Med.| 40, 
459-478, March, 1947. 61 refs. 


The author reviews the progress made in the treat- 
ment of kala-azar, with special reference to work in the 
Sudan. The results of treatment improved as new organic 
compounds of antimony were tried, but no other 
effective drug was known until the diamidines (stilba- 
midine, propamidine, pentamidine) were introduced; 
these are curative even in cases resisting treatment by 
antimony. Better results were obtained in India than 
elsewhere; in India the case-mortality rate was less than 
2%, while in the Sudan it was about 25 to 30%. It is 
possible that the parasites of kala-azar in India differ 
from those in the Sudan. The insect vectors are different 
in the two countries and post-kala-azar dermatitis 
appears later in the Indian disease; in experimental 
infections in Syrian hamsters the Mediterranean parasites 
were more resistant to antimony than the Indian parasites. 
“Factors influencing the amount of treatment required 
for cure are the strain of the parasite, stage, type and 
intensity of the infection, tolerance of the drug, and the 


presence of severe complications and intercurrent - 


infections.” The development of post-kala-azar dermal 
leishmaniasis is regarded by the author as “a valuable 
addition to the other criteria of cure’, although many 
patients in whom it does not occur are also permanently 
cured; there is evidence that it is associated with immunity 
to reinfection. The patient, however, carries:the parasite 
in his skin, is therefore able to infect sand-flies, and so 
may be a source of danger to other people. 
J. F. Corson 
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1439. Budding in the Tissue Phase of the Life Cycle of 
Coccidioides immitis: Preliminary Report 
E. D. DeELAMATER and L. A. Weep. Proceedings of the 
Staff Meetings of the Mayo Clinic (Proc. Mayo Clin.] 
21, 505-509, Dec. 24, 1946. 10 figs., 14 refs. 


It has hitherto been considered an important differential 
characteristic between blastomycosis as seen in North 
America and the granuloma of Coccidioides immitis that 
Blastomyces shows budding forms in the tissues while 
C. immitis does not. The authors, however, cite 2 
patients operated on for masses in the thorax suggestive 
of bronchogenic carcinoma in whom, though budding 
cells characteristic of blastomycosis were found in 
excised tissue, culture on Sabouraud’s dextrose-agar and 
blood-agar gave pure cultures of Coccidioides immitis. 
Mice injected intraperitoneally with these cultures, and 
with pus from one of the cases, developed intraperitoneal 
masses from which C. immitis was again recovered in 
pure culture. These findings, together with other 
supporting evidence obtained after the intraperitoneal 
injection of mice with nine other strains of C. immitis, 
lead the authors to deny that the presence or absence of 
budding forms in the tissues is a valid differential 
characteristic between the two diseases. 

T. D. M.- Martin 


1440. Varieties of Coccidioidal Infection in Relation to 
the Epidemiology and Control of the Diseases 

C. E. Smitru, R. R. Bearp, E. G. Wuitina, and H. G. 
ROSENBERGER. American Journal of Public Health and 
the Nation’s Health [Amer. J. publ. Hith| 36, 1394-1402, 
Dec., 1946. 19 refs. 


For over 40 years the only recognized form of cocci- 
dioidal disease was the usually fatal progressive 
coccidioidal granuloma. Since the investigations of 
Gifford and Dickson a benign form has been recognized. 
This article deals with various forms of coccidioido- 
mycosis, including the mild allergic manifestation of the 
condition known as “ valley fever ’* with erythema nodo- 
sum, and the malignant form at the other extreme known 
as coccidioidal granuloma with a fatality rate of between 
30 and 60%. The study included examination of the 
permanent personnel at 4 Army air-fields in the San 
Joaquin Valley, where the condition of coccidiodo- 
mycosis is endemic. On arrival at the air fields in- 
dividuals were submitted to a coccidioidin skin test. 
Those with negative reactions were retested periodically. 
The positive reactors were divided into 3 categories: 
(1) those with no history of illness resembling cocci- 
dioidomycosis were classed as “ inapparent ’’ infections; 
(2) those with a history of illness such as influenza or 
pleural pain not requiring medical attention were classed 
as “ subclinical’’ infections; (3) those with definite 
signs and symptoms, including erythema nodosum 
confirmed by medical investigation, were classed as 

** clinical ’’ cases. 

Of the 1,351 individuals tested and found positive, 
60% were found to be symptomless (inapparent), 15% 
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were in the subclinical group, and 25% were definitely 
diagnosed as clinical cases, the latter exhibiting malaise, 
fever, pleural pain, cough, and headache. Included in 
this group were 4°6% with the skin manifestations of 
erythema nodosum or erythema multiforme. The investi- 
gators comment on the incidence of erythema nodosum 
in coccidioidal infection and observe that this clinical 
condition is extremely rare in male negroes. In white 
males it occurs in approximately 4% of positive reactors 
and in 20% of clinical cases. It is more frequent in 
females after puberty. If this percentage rate is used as 
an index to estimate the total infection rate in a given 
community, in mixed populations consideration must 
therefore be given to the sex and race and also to the 
fact that erythema nodosum may be caused by condi- 
tions other than coccidioidal infections. The authors 
discuss the incidence of granulomata. They found in a 
group of white males that these occurred in approximately 
1 in 100 of those cases classed as “ clinical”’, and in 
1 in 400 of those classed as “subclinical”? and 
**inapparent ” infections. The incidence in females was 
only one-fifth of that in males, yet the incidence in negroes 
was ten times that in the white males. 
H. C. Maurice Williams 


1441. Cutaneous Test with Coccidioidin. Review of 
the Literature and Report of a Series in Texas 

D. M. Haynes and W. I. Hess. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 31, 1317-1324, 
Dec., 1946. _ 38 refs. 


In a group of 413 subjects in Dallas, Texas, comprising 
nurses, medical students, and general hospital patients, 
who were subjected to intracutaneous coccidioidin tests, 
11 (2-66%) positive reactors were encountered. All but 
two of the reactors were persons whose occupations kept 
them indoors and who were hence not especially liable 
to inhalations of chlamydospores of Coccidioides 


immitis. The antigen used was prepared by growing 
10 strains of the fungus in a medium the formula of which 
was the same as that used in the preparation of tuberculin 
except that weaker (2-5%) glycerin was used. Each test 
consisted in the intradermal injection of approximately 
0-1 ml. of the diluted antigen into the skin on the volar 
aspect of the forearm. 

In a discussion and comprehensive review of the 
literature it is shown that a positive test probably has 
the same significance in coccidioidomycosis as a positive 
reaction to tuberculin has in tuberculosis; it indicates 
that the patient has, or has had in the past, a coccidioidal 
infection, either clinical or subclinical, and does not 
necessarily imply that a positive reactor’s present illness 
is due to infection with C. immitis. A negative reaction 
generally excludes the possibility of a coccidioidal in- 
fection, with only two possible exceptions—the theoretical 
one that a patient with an active infection due to a strain 
not present in the antigen might react negatively, and the 
actual but rare possibility of negative reaction in a patient 
with severe disseminated coccidioidomycosis in a late 
anergic phase. [Compare the Mantoux test in miliary 
tuberculosis]. The syndrome of primary infection with 
C. immitis in children [coccidioidal granuloma is a late 
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or secondary stage] is characterized by fever, cough, 
aching, anorexia, sore throat, and pleural pain followed 
in from a few days to two and a half weeks by erythema 
nodosum and positive fungus sputum culture. Seng). 
tivity to the skin test becomes established just before the 
appearance of erythema nodosum. Calcified pulmonary 
nodules may be due to infection with C. immitis, as shown 
by a positive coccidioidin skin reaction with negatiye 
tuberculin and histoplasmin reactions. T. Semple 
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1442. Some Observations Relating to the Critica 
Anthelmintic Test 

J. F. A. SprRENT. Veterinary Record (Vet. Rec.] 58, 487- 
488, Nov. 9, 1946. 7 refs. 


In view of the fact that recent workers have pointed 
out possible flaws in the so-called critical anthelmintic 
test—that is, administration of a known dose of a 
anthelmintic drug to an animal of known weight, 
followed first by collection and examination of faecg 
for expelled worms, and secondly by necropsy on th 
animal and estimation of the number of worms surviving 
in the alimentary canal—the author, working at th 
Ministry of Agriculture Veterinary Laboratories, Wey- 
bridge, investigated its efficiency experimentally. Adult 
hookworms (Bunostomum trigonocephalum) were inserted 
into the duodenum of sheep by means of a permanent 
cannula, with the intention of performing the critica 
test in the usual way with various drugs so that th 
absolute efficiency of the method could be assessed 
Unfortunately, by the techniques used a large enough 
infestation for the performance of the tests was no 
established. Probably the process involved in obtaining 
the hookworms and transporting them to the laboratoy 
resulted in their failure to establish themselves in the gut 
However, it was shown that some of the worms attachei 
themselves to the duodenal wall, others were expellei 
in the faeces, while the majority were completely 
destroyed and were not recovered in the faeces. Deal 
worms therefore lose the power to resist digestion. Thw 
the critical anthelmintic test has a serious flaw in thi 
when an anthelmintic drug has exerted its effect oni 
population of parasites, some remain unharmed in th 
gut; others are injured and pass out with the faeces 
having resisted digestion, while those killed outright ar 
completely digested and cannot be recovered in the fae 
The critical test therefore indicates only parasites dir 
lodged and injured but gives no indication of the totd 
number destroyed. Other workers have pointed o 
two other disadvantages of the test—namely, that i 
cannot be used for drugs administered to human patients; 
and that in any case it is practically impossible to cary 
it out on very small worms. It may be concluded thal 
a drug found to be efficient by the critical test is 0 
undoubted value, but that condemnation of a drug 
its performance in the test is unwarranted. 

[This is an exceedingly important paper and should & 
read in the original by all those interested in the asses 
ment of the efficiency of anthelmintics.] 

J. M. Watson 
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1443. Verminous Pneumonia in Dogs and Cats 
L. L. Vine. Veterinary Medicine (Vet. Med. 41, 444- 
445, Dec., 1946. 2 figs. 


In this clinical record the author describes several 
instances of pneumonia in young and adult dogs and 
cats due to a heavy infestation with Ancylostoma caninum, 
Strongyloides stercoralis, and Toxascaris leonina. In 
addition to a general debility and the usual pulmonary 
symptoms, the blood presents a picture of marked eosino- 
philia. The preliminary treatment should be directed 
towards combating general symptoms as well as relieving 
the cardiac and respiratory distress; once the animal 
has retained its strength, a suitable anthelmintic treat- 
ment is undertaken. The opinion is expressed that in 
young animals, as compared with old ones, a greater 
severity of verminous pneumonia and a higher death 
rate are apparently due to the insufficient immunological 
response of the immature organism to the host—parasite 
relationship. H. P. Fox 


1444. Studies on Schistosomiasis Japonica. 2. Analysis 
of 364 Cases of Acute Schistosomiasis with Report of 
Results of Treatment with Fuadin in 184 Cases 

W. L. WINKENWERDER, A. V. HUNNINEN, T. HARRISON, 
F. T. Bittincs, D. G. CARROLL, and J. Mater. Bulletin 
of the Johns Hopkins Hospital [Bull. Johns Hopk. Hosp.] 
79, 406-435, Dec., 1946. 3 figs., 9 refs. 


The authors review and summarize obsérvations on 
364 cases of schistosomiasis japonica in the 118th U.S. 
General Hospital between Nov. 30, 1944, and May, 
1945, after the reoccupation of Leyte on Oct. 20, 1944. 
Comment is made on the development and decline of the 
epidemic, severity of symptoms, and significance of 
eosinophilia, with observations of chemotherapeutic 
results. 

Exposure to infested fresh water was followed, at an 
average of 40 days in severe cases and 50 days in mild 
cases, by fever, headache, stiff neck, malaise, loss of 
weight, anorexia, upper abdominal and particularly 
epigastric pain, abdominal cramps, constipation, and 
diarrhoea, in that order. There were 4 cases in Novem- 
ber, 80 in December, 155 in January, 7 in February, 24 
in March, and 11 later; of these 8-5% were severe and 
31-2% moderately severe (hepatomegaly and spleno- 
megaly), 50-3% mild (liver and spleen not felt but right 
upper quadrant tender), and 10% asymptomatic (clinical 
examination negative). Severe and moderately severe 
cases predominated in the first 3 months. Between 
onset of symptoms and diagnosis by the finding of 
Ova in stools there was a lag of approximately 1 month 
in severe, 2 months in moderately severe, and longer in 
mild cases; this was usually due to delay in reporting 
Sick. 

Laboratory diagnosis was based on the finding of 
mature ova in 93-4% and immature ova in the remainder. 
Ova may be very few even in the presence of severe 
symptoms. Eosinophilia was found in 322 cases and 
was absent (below 500 per c.mm.) in 28 cases. Absence 
of eosinophilia did not exclude schistosomiasis. Eosino- 
philic response is somewhat less in mild and asympto- 
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matic cases. Clinical diagnosis in the absence of ova is 
made on typical symptoms, history of exposure, and 
eosinophilia, with or without enlargement of liver and 
spleen. Yellowish intestinal nodules seen on sigmoido- 
scopy are described (Johnson and Berry, War Medicine, 
1945, 8, 156). Neurological disturbances may be 
present. 

Treatment was by 40 ml. of “ fouadin *’ (0-34 g. anti- 
mony) in 210 patients and by tartar emetic (0-68 g. anti- 
mony) in 77 patients, 5 of whom showed reactions 
necessitating change to fouadin. After relapses had 
occurred, the total dosage of fouadin was raised to 
60 ml. or 80 ml., doses of 5 ml. daily being given for 
12 days without reaction. A small group was treated 
with “ anthiomaline’’, but no results are recorded. 
The effect of chemotherapy was investigated by examina- 
tion of stools by the sedimentation method, 7 g. of faeces 
being emulsified and sedimented for each examination, 
and a final sample covering three-quarters of a micro- 
scope slide being examined thoroughly. The exact 
number of mature and immature ova was counted: 
yellow-covered ova apparently alive were counted as 
immature, ova with a fully developed miracidium as 
mature, and dark, degenerating, or unfertilized ova were 
ignored. Results indicated that the viable eggs dis- 
appeared from the stools approximately within the period 
needed for maturation. Of the two possibilities—that 
antimony affects either ovulation or deposition of new 
eggs in the intestinal wall—observations made 20 years 
ago by Fairley indicating that the therapeutic agent 
affects ovulation have been confirmed. Response to 
treatment was more or less uniform, symptoms and fever 
subsiding within 2 to 3 weeks of starting treatment, 
irrespective of their duration. The enlarged liver and 
spleen receded more slowly. Fatigue, anorexia, and 
mild abdominal symptoms persisting for some weeks 
after a negative physical examination were regarded in 
many cases as psychogenic. Relapse occurred in 55 of 
165 cases after treatment with 40 ml. of fouadin, but in 
50 it was asymptomatic, diagnosis being based solely 
on the reappearance of ova in the stools. The eosino- 
phil count, which initially varied considerably in the 
individual patient, tended to fall after treatment, but 
fell less in relapse cases, in which a rise at the time of 
relapse was not infrequent. The percentage of moder- 
ately severe cases which relapsed was higher than thai 
of mild cases. In multiple relapses the effect of chemo- 
therapy on the presence of ova in the stools was only 
temporary and the intervals between relapses were fairly 
uniform, the variations having no relation to the amount 
or rate of administration of fouadin. Repeated courses — 
may have produced leucopenia. 


Sigmoidoscopy showed three types of lesion: solitary 
nodules about 1 mm. in diameter in the submucosa 
without inflammatory reaction; groups of 5 to 10 of these 
surrounded by a zone of induration forming a plaque- 
like area as large as 1-5 cm. in diameter; or such a 
plaque with ulceration added. These lesions occurred 
commonly 10 to 14 cm. above the pectinate line, and. 
biopsy showed the presence of immature or degenerate 
ova. Of 31 cases in relapse 14 showed these lesions, and 
of 80 with negative stools 7 exhibited these changes. It is 
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believed that treatment should be repeated if fresh nodules 
appear later than 6 weeks after completion of the previous 
course of therapy, even if symptoms and ova are absent. 
The epidemic behaved like an explosive outbreak of a 
bacterial or virus infection. A state of immunity ap- 
peared to develop, since only 4 cases showed recurrence 
of symptoms. Chemotherapy inhibits ovulation but 
does not destroy the ova. These are probably the cause 
of the clinicaf and pathological changes, and subsidence 
of symptoms when ovulation ceases is to be expected. 
Apparently, however, during the temporary absence of 
ova a state of immunity appears and the allergic com- 
ponent of the host reaction subsides. The relapse rate 
after treatment with 40 ml. of fouadin was 30%, but in 
the absence of control cases no conclusion can be 
reached about the effect of the drug upon the ultimate 
course of the disease. William Bourne 


1445. Miracil, a New Chemotherapeutic Remedy in 
Intestinal Bilharziasis. (Miracil, ein neues Chemothera- 
peuticum gegen die Darmbilharziose) 
W. KikuTH, R. GONNERT, and H. Mauss. Naturwissen- 
schaften [Naturwissenschaften] 33, 253, Oct. 30, 1946. 


Attention is drawn to work carried out during the war 
at the Bayer-Forschungsstatten Laboratories, Elberfeld, 
on new remedies for intestinal bilharziasis. Miracil D, 
1-diethylaminoethylamino-4-methylthioxanthone hydro- 
chloride, appears to be the most effective. The base 


Q NH. CH, . CH, . N(C,H,)sHCI 


Miracil 

melts at 64° to 65° C., the yellow hydrochloride at 195° to 
196° C. In mice infected with Schistosoma mansoni the 
chemotherapeutic index is 1 : 4. Some other xanthones 
and thioxanthones have an index of 1 : 30 but are less 
satisfactory. In monkeys it was impossible to obtain a 
chemotherapeutic index, as large doses, such as 400 to 
800 mg. per kilo of body weight, were vomited. Mon- 
keys, however, were cured by much smaller doses—a 
single dose of 20 mg. per kilo or two doses of 10 mg. per 
kilo at an interval of 3 days. Miracil seems to have 
many advantages over antimony preparations in the 
treatment of bilharziasis. G. M. Findlay 


1446. An Outbreak of Trichinosis in New York City— 
with Special Reference to the Intradermal and Precipitin 
Tests 

H. B. SHooKHorr, W. B. BIRNKRANT, and M. GREEN- 
BERG. American Journal of Public Health and the 
Nation’s Health [Amer. J. publ. Hith] 36, 1403-1411, 
Dec., 1946. 1 fig., 25 refs. 


An outbreak of trichinosis, involving 84 cases, occurring 
in New York in the early part of 1945 is described. The 
consumption of pork products from a single wholesaler 


was held responsible. The values of the precipitin and 
intradermal tests as aids to diagnosis during the actual 
illness are considered. Of the numerous pork products 
consumed by the sufferers, a sausage preparation called 
mettwurst had been eaten by 50 out of the 84. None of 
the pork products consumed had been subjected to the 
usual process of freezing for 20 days at 5° F. (— 15°C). 

The incubation period in all cases varied within the 
range of 2 to 35 days, but the majority occurred between 
the fifth and seventeenth day after consumption of the 
pork product. There were no deaths in this outbreak, 
and the authors draw attention to the fact that in most 
of the large-scale outbreaks of this disease in recent years 
there has been little or no mortality. The main symptoms 
manifested in the 84 cases under review were oedema of 
the eyelids, muscle pains, and fever. Gastro-enteritis, 
which is generally considered as an early initial condition, 
was present in only 7 of the cases. Differential blood 
counts were carried out in 72 cases; in 64 cases eosino- 
phils were found to exceed 10% of the total white cells, 
and in only 1 of the remaining 8 was the eosinophil 
count less than 5%. The eosinophil count is considered 
the most useful single laboratory test in the early diagnosis 
of trichinosis, and if eosinophilia is not present the 
diagnosis should be doubted unless the infecting 
organisms are isolated. 

The precipitin reaction was performed in 40 cases and 
gave a positive result in 33, with 5 doubtful positive 
reactions. The intradermal reaction with 1 in 10,000 
dilution of trichinella antigen was performed in 21 of 
the 84 cases and gave a positive result in 15, some after 
repeated tests. The earliest positive reaction was obtained 
on the sixth day of illness, but the best results were 
achieved after the end of the second week, which makes 
the test somewhat limited in its use. The authors 
question the generally accepted view that the skin test 
becomes positive before the precipitin test, as their 
results indicate the reverse. The conclusions reached 
in this investigation suggest the advisability of using both 
tests in all doubtful cases. Muscle biopsies were not 
carried out because it was considered that the other 
available tests gave positive reactions earlier in the 
illness. H. C. Maurice Williams 


INFECTIOUS DISEASES OF 
UNKNOWN ORIGIN 


1447. So-called Triple-symptom Complex of Behcet 
E. W. P. Tuomas. British Medical Journal [Brit. med. 
J.) 1, 14-16, Jan. 4, 1947. 16 refs. 


In 1937 Behcet described a syndrome in which eye 
lesions occur in association with ulcers of the mouth 
and external genitals. The eye lesions range from con- 
junctivitis and corneal ulceration to hypopyon uveitis. 
Both eyes may be involved simultaneously, or disease 
in one may precede that in the other. The ulcers of the 
mouth and genitals are small and discrete. Other skin 
lesions, such as erythema nodosum or an acne-form 
eruption, may also occur. The disease affects men twice 
as often as women, occurs predominantly in the third 
decade of life, and runs a relapsing course over a number 
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of years. The syndrome is believed to be due to a filter- 
able virus. A similar combination of symptoms had 
been reported earlier by Whitwell in 1934 and by Nishi- 
mura in 1935; since 1937 a number of other cases have 
been published. A case recorded by Berlin in 1944 is 
of interest, as, in addition to the classical eye, mouth, 
and genital lesions, the central nervous system was 
involved. The patient eventually developed headache, 
giddiness, and fits, which culminated in coma and death. 


At necropsy small multiple foci of inflammation and 


softening were found in the brain. The subject has been 
reviewed by Curth, who described the first American 
case of the disease. There was no response to systemic 
penicillin or to the sulphonamides. Three cases were 
also reported in male Arabs. The ulcers were accom- 
panied by hypopyon iritis and haemorrhages in the 
retina and vitreous; in 2 of the cases there was also 
relapsing epididymitis. 

A detailed account is given of the first case to be 
reported in this country. The patient, a married man 
aged 29, had suffered intermittently since the age of 21 
from ulcers of the tongue, roof of the mouth, and inside 
of the cheeks. In June 1940 he developed a relapsing 
iritis of the right eye: subsequently thromboses of the 
right femoral vein and of the inferior vena cava occurred. 
The left eye then became involved. A detailed search 
failed to reveal any focus of infection, and all investiga- 
tions, including examination of the cerebrospinal fluid, 
radiographs of the skull, and an encephalogram, were 
negative. Shortly afterwards skin lesions of three types 
appeared: (a) small, slightly tender papules on different 
parts of the body, particularly the forehead, cheeks, and 
legs; (b) small patches of erythema, thought to be due 
to thrombosis of a surface vein; (c) larger, more tender 
nodules like those of erythema nodosum, particularly on 
the thighs. Intense pain developed in the right eye, 
which was excised. Later, vision failed completely in 
the left eye, which was also enucleated. The ocular 
condition is described as a subacute iritis with hypopyon 
with, later, choroidal lesions and glaucoma. Histo- 
logical examination of the excised eyes threw little light 
on the aetiology. There was complete detachment of 
the retina with gross intraocular haemorrhage, chiefly 
subretinal. Marked patchy thickenings of the ciliary 
body and choroid, with reactionary changes, were present, 
but there was no certain evidence that vascular thrombosis 
was the initial factor. Geoffrey McComas 


1448. Capillary Fragility in Rheumatic Fever 

H. MontGoMery. United States Naval Medical Bulletin 
[Nav. med. Bull., Wash.] 46, 1708-1710, Nov., 1946. 
1 fig. 


Vascular symptoms—epistaxis, purpura, and erythe- 
mata—are common in rheumatic fever; in fact, according 
to the author, the chief manifestations of the disease 
may be predominantly vascular. He uses the term 
“capillary fragility’ for ‘‘ minute vessel permeability 
to red cells”. The fragility was measured by the 
appearance of petechiae within 15 minutes of the applica- 
tion of a blood-pressure cuff with a pressure of 100 mm. 
mercury. If petechiae appeared within 8 minutes the 
fragility was noted as markedly increased. 
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The subjects—all men or women in the Forces—were 
divided into three groups: (1) controls—those considered 
to be well or suffering from diseases in which fragility 
is expected to be normal; (2) convalescent rheumatic 
fever patients; (3) convalescents from rheumatic fever, 
but with spontaneous purpura. In the first group were 
25, and of these 12 gave positive results within the 
15 minutes; the average was 11 minutes, and 1 
reacted in 4 minutes. In the second group were 27, and 
of these there were 21 positive within an average of 
10 minutes. The author subdivides these into 11 who 
had sedimentation rates above 10 mm. per hour, 10 of 
whom were positive within an average of 9 minutes; and 
9 who had sedimentation rates below 10 mm., and of 
these 6 were positive within 11 minutes on an average; 
of 7 with no recorded sedimentation rate 5 were positive 
in 4 to 15 minutes. Group 3 comprised 19 patients, 
and the tourniquet test was positive in 17, the average 
time being 7 minutes. On some of this group other blood 
examinations were carried out. Platelet counts in 
5 patients ranged from 145,000 to 416,000 per c.mm.; 
the prothrombin time was normal in all. In 7 the 
bleeding time and the clotting time were estimated; 
the former varied from 3 to 5 minutes, the latter (the 
capillary method was used) from 14 to 6 minutes. Six 
patients with marked fragility were treated with hesperidin 
(vitamin P), 0-5 g. orally three times a day for 10 to 14 
days, but no benefit could be observed. The author con- 
cludes that the evidence afforded by the above findings 
favours the theory that rheumatic fever is a disease of the 
blood vessels. H. Harold Scott 


1449. Follow-up Study in Rheumatic Subjects Previously 
Treated with Prophylactic Sulfanilamide 

J. S. BALpwin. Journal of Pediatrics [J. Pediat.] 30, 
67-71, Jan., 1947. 2 refs. 


Prolonged sulphonamide therapy in the prophylaxis 
of recurrences of rheumatism has been extensively used 
in America and favourably commented upon. Between 
1941 and 1946 a group of 55 individuals, all of whom had 
had prophylactic sulphonamide for 1 to 3 years following 
some manifestation of rheumatism, were studied for 
further periods of 1 to 5 years. Thirty-nine had no 


recurrence, while 16 developed active rheumatic fever. 


“The higher percentage of recurrences developed in the 
younger age-groups and in those who, prior to treatment, 
had had the more severe types of rheumatic episodes.” 
There was a “ higher incidence and greater danger of 
recurrences in those who previousiy suffered most 
frequent or severe attacks of rheumatic carditis ”’. 

W. G. Wyllie 


1450. Some Clinical Aspects of Rheumatic Fever in the 
Adult on the Pacific Coast 

M. Exiaser. California Medicine [Calif. Med.) 66, 
217-220, April, 1947. 18 refs. 


1451. Studies of Infectious Mononucleosis. [In English] 
E. KiemoLa. Acta Medica Scandinavica [Acta med. 
scand.] 127, 149-170, March 22, 1947. 2 figs., 29 refs. 
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1452. Must Syphilis Still Serve? 
R. S. Exvtery. Medical Journal of Australia (Med. J. 
Aust.) 1, 391-394, March 29, 1947. 


In this rather discursive paper the author reviews some 
of the evidence upon which the claims that Henry VIII 
was syphilitic have been based. Charles MacLaurin, 
Sydney surgeon and author of Post Mortem and Mere 
Mortals,-was the “* loudest and most assertive advocate ” 
of this view, which he based on (1) the large number of 
premature births and dead children of two of Henry’s 
wives, (2) the poor health of at least three of Henry’s 
children, and (3) Henry’s own deterioration of health in 
middle life, and death at 55. 

Until fairly recent times a history of repeated mis- 
carriages has been regarded as almost pathognomonic of 
parental syphilis, and great weight has been attached to 
the large number, probably exaggerated, of miscarriages 
of Catherineof Aragon. To-day, however, the existence 
of other important causes of miscarriage, especially 
Rh-incompatibility, is -recognized, and the present 
author tentatively puts forward the view that Henry was 
Rh-positive while Catherine of Aragon and Ann Boleyn 
were Rh-negative. 

In regard to Henry’s own physical condition, the 
author says that if he had been aware that he had syphilis 
“he would certainly have undergone the traditional 
treatment, which . . . consisted of sweating and the 
administration of mercury... .” [But we have no 
proof that he did not.] Further “. . . doctors had 
become adept at diagnosing syphilis and were of one 
mind in prescribing treatment ”’. 

[We cannot share the author’s faith in the diagnostic 
powers of Tudor physicians, and there are other assump- 
tions that we find equally questionable. This is an 
entertaining paper, but presents no new evidence in a 
controversy that is inherently insusceptible of solution. 
Argument on purely circumstantial grounds as to whether 
historical personages were afflicted with syphilis is a 
singularly unprofitable field of medical history. The 
author’s florid literary style may be judged by his reference 
to “... the dark hours spent in love’s dalliance, 
tracing the naked outlines of a girl’s warm flesh in the 
sentient atmosphere of love’s euphoria ”’]. 

N. Howard-Jones 
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(Calabar Bean)) 

F. H. Ropin. American Journal of Ophthalmology 
[Amer. J. Ophthal.] 30, 19-28, Jan., 1947. 7 figs., 9 refs. 


The author surveys the history of eserine. Its use in 
trial by ordeal is an ancient practice among primitive 
people. In England this practice remained in force 
until the thirteenth century, when during the reign of 


Henry III, a law was passed for its abolition. Calabar 
bean is the chocolate-coloured seed of Physostigma 


venenosum, indigenous to tropical Africa. The plant ° 


grows to a height of 50 ft. (15 m.) on a stem | to 2 in, 
(2-5 to 5 cm.) in diameter. The paper contains an 
extract of Christison’s (Edinburgh) experiments on him- 
self with calabar bean. Fraser, Christison’s assistant, 
separated the active principle of the calabar bean. He 
was the first to observe the effect of physostigmine on 
the eyes. Argyll Robertson was the first to apply its use 
in ophthalmic practice, but Ludwig Laqueur was the 
first ophthalmologist to employ physostigmine in the 
treatment of glaucoma. Hi. B. Stallard 
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1946. Bibliography. oes 


1455. Hippocrates and Meteorological Medicine. (Con- 
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Medizin) 
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1947. Bibliography. 
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1457. The Popular History of Anaesthesia 

B. M. Duncum. Journal of the Royal Institute of 
Public Health and Hygiene [J. R. Inst. publ. Hith\ 10, 
53-65, Feb., 1947. 6 figs., 25 refs. 
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Aust.} 1, 265-268, March 1, 1947. 


1460. Natural Science and Medicine in Ziirich’s Past 
(Middle Ages and 16th Century). (Ziirichs Vergangen- 
heit in Naturwissenschaft und Medizin (Mittelalter und 
16. Jahrhundert)) 

B. Mitt. Gesnerus [Gesnerus, Ziirich] 4, 19-43, 19417. 
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